10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

UNI TED STATES OF AMER CA

+ + 4+ + +

FOOD AND DRUG ADM NI STRATI ON

CENTER FOR DRUG EVALUATI ON AND RESEARCH

ANESTHETI C AND LI FE SUPPCRT DRUGS ADVI SCRY COW TTEE

the Githersburg HIton Hotel,
Gaithersburg, Maryland, at 8:0 0 a.m,

Chai rman of the Comm ttee, presiding.

PRESENT:

The Commttee net

+ + 4+ + +

MEETI NG

+ + 4+ + +
VWEDNESDAY

SEPTEMBER 17, 1997

DR JON G DOMS

MARY G CGURLL

DR

3 3 3 3 3

JON E ELLIS

SUSAN K. PALMER

MARGARET WOCD

MARI E YOUNG

CHARLES ROHDE

JON J. SAVARESE

in the Gand Ballroom of

620 Perry Par kway

Dr. John Downs,

A LSAC Chai rnman
ALSAC
ALSAC
ALSAC
ALSAC
ALSAC
ALSAC

ALSAC



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

DR AVMANDA S. CARLI SLE ALSAC

DR TERESE HORLOCKER ALSAC

DR EDWARD LONENSTEI N ALSAC

DR MEHERNOQA F. WATCHA ALSAC

DR HARRIET DEWT DAAC

DR LAURA F. McN CHOLAS DAAC

DR DEREK RAGHAVAN CDAC

SUZANNE BROM SCGE

DR PETER ROTHSTEI N SCGE

DR RONNY HERTZ SCGE

DR M TCGHELL NMAX SCGE

DR ER C STRAIN DAAC

DR KATHLEEN FOLEY Quest Expert

ALSO PRESENT:

DR CYNTH A MCORM K FDA

DR COURTI S WR GHAT FDA

DR SURESH DODDAPANEN FDA

DR ROBERTA KAHN FDA

DR M CHAEL KLEIN FDA

DR KAREN THEMPLETON- SOMERS ALSAC
Exec. Secy.

DR STEPHEN SHCENVAKER ANESTA

DR RUSSELL K PORTENOY ANESTA

DR CLAI R CALLAN Abbott Labs.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

CONTENTS

Geetings and Call to Order
Conflict of Interest Statenent
Qpen Public Hearing

Carol Qurtiss

Sharon Wi nstein

Jacob Sitlinger

Ant hony Mercanti no

FDA peni ng Rermarks and I ntroduction

Cynt hi a McCor m ck

Sponsor' s Presentation
Background and | ndi cation
Actig™ dinical Program
Safety Review

R sk Managenent Program

Comm ttee D scussi on

PACGE

11
15
23

26

29

34

46

94

116



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

FDA Presentation
Phar nacoki neti cs
dinical Review
Ef fi cacy
Saf ety
Abuse Liability

R sk Managenent Pl an

Comm ttee D scussi on

LUNCHEON

Comm ttee D scussi on

Qpen Public Hearing

Comm ttee D scussion and Vote

138

141

147

158

163

167

193

271

275



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

PROCEEDI NGS

8:03 a.m

CHAl RVAN DOMS:. W obviously have a ver

full agenda this norning so l'd like to try stick to

the schedul e as much as possib le. And to begin wth,

if we could please go around the table to introduc

everyone at the nain table. D r. MCormck, would you

begi n, pl ease?

DR MOCORM XK Hello, I'm Dr. Cynthi

Me Cor mi ck. I'm the Director of the Dvision o

Anesthetics, Qitic Care, and Addiction Drug Products

FDA.

CHAl RVAN  DOMNS: I'd like to also hav

everyone speak into the mcrophone so th

transcriptioni st can get the record.

DR WR GHT: Dr. Qurtis Wight, Deput

D rector of the D vision.
DR KAHN  Good nmorning. Dr.

Medi cal O ficer.

Robert a Kahn,

DR YOUNG Dr. Marie Young, University of

Pennsyl vani a.

DR SAVARESE: Dr. John Savarese, Cornel

Uni versity.
DR PALMER Dr. Susan Pal ner,

Col orado Heal th Sci ences Center.

University o

y

e

f
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DR. ELLIS Dr. John Hlis, University o
Chi cago.

DR WOOD Dr. Margaret Wod, GCol unbi
Uni versity in New York.

M. CURLL: Mary Gonez CQurll, San Antoni o,
Texas, San Antonio College, Departnment of Nursin
Educat i on.

DR HORLOCKER Dr. Terese Horl ocker, Mayo
dinic, Rochester, M nnesota.

DR SOMERS: Karen Somers, Executiv
Secretary for the Commttee.

DR DOMS: Dr. John Downs from th
Uni versity of South Florida in Tanpa.

DR CARLISLE I'mD. Sue Carlisle fromth
University of California, San Franci sco.

DR WATCHA: Dr. Meh Watcha, University of
Texas, Southwestern Medical Center.

DR RODE Chuck Rohde, Departnent o
Bi ostatistics at Johns Hopkins University.

M5, BROM Suzanne Brown from Portl and
QO egon.

DR ROTHSTE N Dr. Peter Rothstein
Col unbi a University.

DR. MAXX Dr. Mtchell MNax, Pain Researc

dinic, National Institute of Dental Research.

f
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DR HERTZ: FRon Hertz, St. Luk e's Roosevel t

Hospital, New York Gty.
DR MN CHOLAS: Dr. Laura MN chol as

Uni versity of Pennsylvania and the VA

DR RAGHAVAN  Derek Raghavan, Uni versity o

Southern California, fromthe Onhcol ogy Drug Advisory
Commttee.

DR de WT: I'mHarriet de Wt fromth
Uni ver sity of Chicago and the Drug Abuse Advisor
Commttee.

DR STRAIN [I'mEric Strain fromDepartnen
of Psychiatry, Johns Hopkins, and I'm on the Dru
Abuse Advi sory Commttee.

CHAl RVAN DOMNS:  Thank you very nuch. My
| have the Conflict of Interes t Statenment read by Dr.
Sorner s?

DR SOMERS: The followi ng announcenen
addresses the issue of Conflict of Interest wt
regard to this nmeeting and is nade a part of th
record to preclude even the appearance of such at thi
neet i ng.

Based on the submtted agenda for th
nmeeting and all financial interests reported by th

commttee participants, it has been determned tha

e

t

all interest in firns regul ated by the Center for Du g
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Eval uation and Research present no potential for a
appearance of conflict of interest at this neetin
with the foll owi ng exceptions.

W would like to disclose for the recor
that Dr. Terese Horl ocker's enpl oyer, the Mayo Ainic
has in interest which does not constitute a financial
interest within the neaning of 18 U S. C 208(a), but
whi ch coul d create the appearance of a conflict.

The agency has determ ned, notwi thstandi ng
this involvenent, that the interests of the governnen
and Dr. Horlocker's participation outweighs th
concern that the integrity of the agency's program
and operations may be questioned. Therefore, Dr
Horl ocker may participate in all official natter
concerning Actig™

W would also like to disclose for th
record that one of Dr. Eric Strain's colleagues at th
Johns Hopkins Bay View Medical Center is attending th
nmeeting today as a consultant to Anesta.

The agency has determ ned, notwi thstandi ng
this association, that the interests of the governnen
and Dr. Strain's participation outweighs the concern
that the integrity of the agency's prograns an
operations nmay be questioned. Therefore, Dr. Strain

may participate in all official matters concernin

(¢
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Anesta's Actiqg™ but without voting privileges.

In addition, we would like to disclose for
the record that Dr. John HIis'" enployer, th e
University of Chicago, participated in several studie s
concer ni ng Anesta's (Oal Tr ansnucosal Fentany |
CGtrate. Since Dr. HIlis had no involvenen t
what soever in these studies, he nay participate inall
official matters concerning Actig™

Wth respect to FDA's invited guest expert,
Dr. Kathleen Foley, she's repo rted interests which we
believe should be nade public to allow th e
participants to objectively evaluate her comments
Dr. Foley would like to disclose for the record that
she has received grants fromP urdue Frederick, Knoll,

and Janssen.

Dr. Foley's institution, the Menorial S oan
Kettering Cancer Center, studi es OIFC but she was not
the principal investigator. She has receive d
consulting fees and honoraria from all of th e
conpani es over the years that are involved in cancer
pai n managenent .

She has al so received honoraria for talks o n
pain nedicine and opioid use from all of th e
conpanies. Additionally, Dr. Foley is a nenber of the

U.S. Cancer Relief Conmttee and project director of
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the project on Death in Anerica

In the event the discussions involve an vy
ot her products or firns not al ready on the agenda for
whi ch an FDA participant has a financi al interest, the
participants are aware of the need to exclud e
t hensel ves fromsuch involvene nt, and their exclusion
wll be noted for the record.

Wth respect to all other participants, we
ask inthe interest of fairness, that they address an y
current or previous financial involvenent with an vy
firm whose products they may w sh to comment upon
Thank you.

DR WATCHA: M. Chairnan, for the sake of
the record, Meh Watcha, the University of Texas ha s
received -- of which | am a nenber -- has receive d
sone grants for the study of OTFC in the past. | hav e
not been a principal investiga tor for that particular
one. |'ve also received a grant for a study by Abbot t
Labs for OIFC three years ago

CHAI RVAN DOMS: Dr. McCormck. Wuld you
li ke to make sone opening rema rks for the FDA pl ease?
Ch, I'"'m sorry, | sort of junped ahead, didn't [|? I
apol ogi ze. W woul d have noved along very efficientl y
if we had begun that way.

The open public hearing speakers as | have
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listed is, Carol Curtiss will be the first speaker.

M5. CQURTI SS: Good nor ni ng. ['m Caro |
Qurtiss. I'man Ohcology Ainical Nurse Specialist i n
private practice, past President of the Oncolog vy
Nur si ng Soci ety, and Vol unt eer locally and nationally
for the Anerican Cancer Society.

' ma foundi ng menber of the Massachusetts
Cancer Pain Initiative, and currently represent th e
Oncology Nursing Society as a nenber of the Unite d
States Commttee International Union Against Cancer.

| graduated fromthe Massachusetts General
Hospital and hold a nmnaster's degree in (nhcolog vy
Nursing from Yale University. At this neeting |’ m
speaki ng as an individual, however. | do not have a
financial interest in Anesta Corporation but I hav e
been asked to participate in the future i n
Pr of essi onal Education Speaker's Bureau for th e
cor porati on.

| have no firsthand, clinical experienc e
with Actig™ | do have nearly 20 years experienc e
managi ng cancer pain, though. |'ve presente d
educational prograns in 41 sta tes and nine countries.
| paid ny own way to attend this neeting because |'m
commtted to inproving the way we nanage cancer pain.

Cinically, I've seen firsthand the horror and th e
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suffering that acconpani es unrelieved pain, and have
dedi cated ny professional life to inproving things.

| think it's fair to say that everyone i n
this room either has been or wll be, affected b vy
cancer and cancer pain. For those of you who ar e
 ucky, your nenories will be g ood ones, of |oved ones
who lived life to its fullest because of adequate pai n
relief. For the rest of us, our nmenories wll be of
needl ess pain and suffering, and those nenories |live
on in famlies who survive.

Pain is often nore frightening to peopl e
with cancer than death itself. | can't tell you how
many tinmes in ny practice that individuals have said
tome, it's not the dying that bothers nme; I'mafraid
| won't be able to deal with the pain. O if yo u
could just get rid of this pain | could go back t o]
work and have a life that's fulfilling.

While nost cancer pain can be relieved b vy
rather easy nethods, we continue to have needles s
suff ering. Ainical studies continue to show tha t
painis poorly relieved, patie nts are undernedicated,

and the burden of care has been shifted to patient

[7)]

and famlies at hone. Patients and famlies are ofte n
reluctant to take nedicines at all.

Changes in our health care system furthe r
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conplicate the problem shifting care from healt h
professionals again to patients and famli es. Hone i s
now the primary place of care for nost people wit h
cancer at all stages of illnes s. Wo would have ever

t hought that bone marrow transplant would be |argely

an out patient procedure?

Therapy that would have once been unde r
close scrutiny of an inpatient setting is no w
rel egated to patients and fam |lies. In ny experience
and that of nurses fromaround this country, patients
and famlies assunme this care extraordinarily well.

It's inportant to note that we already have
strong nmedi cations in the hone. Meds |ike Morphine,
Oxycodone, Hydronorphone, and Fentanyl, titrated t o]
patient confort. W entrust famlies with long an d
short acting oral nedicines in multiple dosin g
strengths and instruct themto adjust doses, sonetine s
daily or nore often

W ask them to provide prinmary an d
supportive care for infusion punps, epidural an d
interthecal catheters, and other technology, and t o
renenber change patches, often multiple, every tw to
three days. |It's inportant to note too, that in m vy
State, nurses are not allowed to inject nmedicines int o

spinal catheters, yet patients and famlies ar e
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required to do this at honme all the tine.

Yet in ny experience and that of others
patients and famlies act responsibly and ver vy
cautiously, as they nmanage pain. In practice, they'r e
pretty stingy with their medicines, often taking far
| ess than what physicians prescribe. Wen a loved one
dies, one of the first callsis often, please cone ge t
this nedicine; I don't want it around ny house.

In all of ny years of practice follown ¢
patients in anbul atory hone and hospice settings, I
have found patients and famlies are very concerne d
and very careful with safe handling, and extrenel y
conservative about their strong nedicines.

I n your deliberations, in conclusion | ask
that you consider the followng. Uirelieved cance r
pain has a profound inpact on patients and famlies,
and increases needless suffering and increases th e
burden of care.

Qurrently, many dass 2 analgesics in a
variety of forns, in a wde range of titrated doses,
are already used safely at hone. Patients adjust ora |
doses, change patches, and even sonetinmes reprogra m
infusion punps with only witten instructions or a
t el ephone call froma heal th provider

P ease consider the inportance of providing
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an additional option for effective cancer pain relief :
especi al | y breakt hrough pai n, and its ability to help
clinicians nanage pain better. In the person wit h
cancer, the right doses is the dose that works, an d
may vary dramatically from person to person.

Qur goals for effective pain m anagenent are
the best relief wth the fewest side effects, with th e
| east invasive, easiest plan to foll ow Wien patient s
have options for effective pain nmanagenent they gain
greater control over their |ives.

Effective pain relief is the ¢ ornerstone of
inproving quality of care for individuals with cancer
Having a variety of nedications to manage persi stent
and breakthrough pain that can be adjusted t o]
i ndi vidual response, are proven keys to our success.

At your places you have a fact sheet that I'v e
prepared with some of the studies that support th e

information |'ve just given you. Thank you.

CHAl RMAN DOMS: Thank you. Dr. Sharo n
i nst ei n.

DR. V¥l NSTEI N Good nor ni ng. If I m vy
distribute the outline. Thank you for thi s

opport unity to speak with you this norning. My
professional affiliation is with University of Texas

and the Anderson Cancer Center, however, | am speaki n g
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on behalf of the Arerican Alliance of Cancer Pai n
Initiatives this norning.

The Alliance of Cancer Pain Initiatives is
a group of non-profit, volunta ry organizations of |ay
publ ic and professionals. Over the past ten year S
St at e- 1 evel organi zations have developed wt h
I ncreasi ng recognition of t he pr obl em o f
undertreat ment of cancer pain.

Reasons for the undertreatnent of cance r
pai n have been wel | -docunented , including the |ack of
access to opioid analgesics which are safe an d
effective drugs. Undertreatnment has also bee n
attributed to excessive public and professional fear
of addiction and the over-enphasis of other possible
but rare adverse effects, such as respirator vy
depr essi on.

Mor phine and Morphine-like drugs have a n
associated stigna which continues to inpede th e
managenent of cancer pain. The Cancer Pai n
Initiatives have therefore stepped up their efforts,
and we now have a national alliance because th e

problem is not solved. Uirelieved pain has high cost

[7)]

including patients' w thdrawal frompotentially life-
savi ng cancer treatnent and even suici de.

The Wrld Health Oganization and man vy
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17
nati onal professional organizations have physicia n
stat enents that the managenent of pain should be a
high priority in the care of cancer patient s
regardl ess of the state of their disease. The mssion
of the Cancer Pain Initiatives then, is to achiev e
control of cancer pain.

In terns of the preval ence, cancer painis
related to actual disease and its treatnents
Wr sening pain wusually occurs in the setting o f
pr ogressive disease. Chronic, severe pain may als o
persist long after successful cancer treatnent as a
result of chenotherapy, radiot herapy, or surgery. In
children with cancer, pain is often associated wt h
medi cal procedures.

Based on the prevalence of cancer an d
cancer-related pain, a conservative estimate of th e
nunber of Americans requiring opioids for their cance r
pain at this tine would be excess of one mllio n
per sons.

The Wrld Health Oganization's 3-ste p
analgesic |adder, a titration protocol for th e
phar macot herapy of cancer pain , has been validated in
international studies showng that 75 to 90 percent of
cancer patients can obtain adequate relief of pai n

using opioids in conbination wth other drugs, usuall y
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Qur own agency for health care policy an d
research released conprehensive guidelines for th e
managenent of cancer pain in 1994, It is enphasized
that inter-individual response to opioid anal gesics i S
qui te variable, and that doses nust be adjuste d
according to the patient response.

Follow ng these standard guidelines on e
encounters in clinical practice, sone patients wh o0
require high dose opioids for pain control -- that is,
the equival ent of grans of parenteral Morphine on a
daily basis. Patients are naintained as outpatients
with a variety of analgesic techniques, includin g
parenteral infusions of high dose opioids wth a
patient-controlled analgesia feature for self -
admni stration of intravenous, subcut aneous, and even
spi nal bol uses.

There are several clinical situations i n
which the titration of oral nedication is not feasibl e

or successful. Sone patients are not able to swall ow

pills, especially not in large quantities. Som
patients may have |ower gut obstruction, with o
w t hout draining gastrointestinal tubes.

| nci dent pain which is due to a particul ar

novenent or activity is difficult to control wt

e

r

h
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analgesic formulations that are neant to provid e
sustained, analgesic blood |evels over an extende d
period of tinme. This type of pain, incident pain, is
of ten associated with bony netastases which are th e
nmost common, pai nful conplication of cancer.

Spontaneous pain such as unpredictabl e
neuropathic pain, is also very difficult to contro |
for the sane reasons, and is often relatively brie f
but very severe in intensity. Neur opat hi ¢ pai n
syndrones are al so common i n cancer.

Finally, there are sone patients who ar e
prone to devel op side effects on opioids but who will
tolerate one drug nuch better than all others, with an
adequate therapeutic ratio of efficacy to side effect S
obtained wth only that one drug.

There are nunerous factors which explain why
di fferent patients respond differently to th e
different opioids, or the interesting phenonenon o f
opi oi d responsi veness. In terns of pain physiol ogy,
we are |learning nore about the different nmechani sns o f
pain, both opioid and non-opioid, that underlie th e
clinical syndrones.

The tenporal features of different pain s
woul d be treated best by drug fornul ations that have

mat chi ng phar macoki netic and pharnacodynamc profiles
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Experienced pain practitioners recently discussed the
techni que of opioid rotation; that is, intermttently
changing the opioid agent in order to reduce tota |
dose and mai ntai n anal gesi a.

This strategy is based on the understandi ng
that cross-tolerance is inconplete between th e
different opioid drugs, theoretically due to thei r
different opioid receptor bind ing profiles. There is
prelimnary evidence that gender and ethnicity ma vy

al so af fect opioid responsiveness.

-

And finally, the opioids available fo
exogenous admnistration are n ot chemcally identical
and drug selective effects may also account fo r
variation and patient responses.

In conclusion, over the past few decades ,
our therapeutic arnmanentaria has expanded to bette r
nmeet the needs of patients. MIlions of patient S
wor | dwi de have been treated with strong opioids i n
their honmes using nmany different opioid agents throug h
several different routes of admnistration.

This rmassive clinical experience ha s
denonstrated that under proper nedical supervisio n
cancer patients can be effecti vely and safely managed
with opioids at hone.

However , there renain several como n
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clinical problens for which new formulations o f
opi oi ds woul d be very useful and which woul d enhance
our ability to reach our ultimate goals of providing
every cancer patient wth exce |lent anal gesia and the
best quality of life possible.

Thank vyou. I"'m sorry, | -- yes. Th e
expenses for this trip have been paid by Anest a
Corporation, but | have received no honoraria, an d
although there were trials conducted at the Universit y
of Texas and the Anderson Cancer Center, | was not a
participant in those clinical trials. Thank you.

CHAl RVAN DOMS: Thank you. N ext, Dr. Mary

Si monds.

DR SI MONDS: Good nor ni ng. Dr. Down
members of the conmmttee, | amDr. Mary Simmonds, a
practicing medical oncologist. | have been aclinical
investigator wth Actig™ Today however, |' m

representing the Arerican Canc er Society as chair of
the National Advisory Goup on Cancer Pain Relief.

| amhere to speak as an advocate for th e
many thousands of persons who suffer from cancer and
experience pain fromthis illness. Pain is the nost
common synptom of this disease, and if the diseas e
pr ogr esses, up to 90 percent of persons wl |

experience pain.
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If pain is present, it also inpacts 0 n
sl eep, nood, appetite, activity | evel , an d
i nt er per sonal relationships; in short, into ever 'y

aspect of a person's life.

Cancer-related pain is conplicated. COten
there is nore than one site of pain and there nay be
nore than one pain syndronme; that is, a person na vy
suf fer neuropathic pain involving a nerve pl exus and
al so somatic pain frombony ne tastases. There nay be
nore than one etiology of pain including non-nalignan t
pai n.

There may be acute pain -- that is, of a n
incisi on or pathologic fracture -- but nost pain i S
chronic and unrel enting. Many persons suffer bot h

background or persistent pain and episodic o

=

br eakt hrough pai n. It is therefore a challenge t o
achieve adequate pain relief so that a person ca n
function as well as possible, particularly if his or

her days are foreshortened by this disease.

It will never be easy enough. It is ver 'y
inportant to find better ways to nore effectively and
nmore conveniently help persons control their pain
The devel opent of Oral Transm ucosal Fentanyl Gtrate
is an inportant advance, specifically to be able t o]

control the sudden episodes of breakthrough pain
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Breakt hrough pain is an inportant clinical problem
Currently there is no conparable product wthout a
needl e.

The Anerican Cancer Society is th e
nati onw de communi t y- based vol unt eer healt h
organi zation dedicated to elimnating cancer as a
maj or health problem by preventing cancer, savin (¢
l'ives, and di mnishing suffering fromcancer through
research, education, advocacy, and servi ce.

In closing, | will state that the American
Cancer Society not only advocates better ways t o]
relieve cancer pain but also plans to help i n
educating patients and professionals in the proper us e
of this newtool so that it w ||l be used properly and
safel y.

Thank you for this opportunity to spea Kk
t oday.

CHAl RVAN  DOMS: Dr. Smonds, for th e
record, do you have any financial association wt h
Abbott or Anesta?

DR SSMONDS: As aclinical i nvestigator |
received the funds to do the s tudy. Today, | have no
financi al support what soever.

CHAl RVMAN DOMNS: Thank you. Next, M. Jaco b

Sitlinger.
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MR SITLINGER Good norning. My nanme i s
Jacob Sitlinger. In April 1986 | was diagnosed with
non- Hodgkin's | ynphomra. On Ju |y 5th, 1986, | began a
very intensive chenotherapy se ries which consisted of
12 treatnents of drugs that were injected into th e
veins and six spinal treatnments. | experienced th e

usual hair loss but also endured many other sid e

effects such as nausea, blistering, and the | oss of my
finger and toenails. | also was ulcerated in th e
mouth and throat and was unable to eat due to thi S
ul ceration.

The cancer then went into remssion unti I
1989. At that time | was trea ted orally with cytoxin
and again put into remssion until 1991 -- and again
was treated was cytoxin. In March 1994, | devel oped
an intense pain on ny left side that extended fromth e
bottomof ny ribs down intony left testicle and into
the rectum into the tips of ny toes.

Oh a scale of one to ten, this pain fa r
exceeded a ten. I would pound on the walls i n
frustration in attenpting to overcone the pain
Tylenol 3 with codeine was giving ne little relief an d
an electrical stimulator was inserted into ny spine.
The hi ghest setting provided no relief and seened to

make it worse. After four days it was renoved.
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Many different drugs for the p ain were used
such as Percocet and Duragesic patches, neither o f
which provided nmuch relief. The Duragesic patche s
therapy which were used from Decenber 19th, 1994 |,
until July 19th, 1995, started with 25 mlligra m
pat ches and ended with two 50-m || igram pat ches.

On July 19th, 1995, | started to use M S
Cotin, beginning with 240 mlligrans a day which was
increased to 720 mlligrans a day by June of 1996
Duri ng this period | was basically homebound. Th e
pain was affecting nme physically, nentally, an d
enotional | y. Wiile | was hospitalized to determne i f
| can endure and get sone reli ef through the Morphine
drip, Dr. Mary S mmonds asked ne if | would be willin g
to try the OTFGCs.

In Cctober 1995 | started to use the OIFCs
for breakthrough pain. Wth the M5 Cotin and th e
OTFCs | finally was getting relief, but due to th e
amount of the M5 Cotin | was taking and the sid e
effects, | was referred to Dr. Peter Stotz at th e
Johns Hopkins Hospital Pain dinic.

He suggested | try a nerve blo ck. This was
done on February the 22nd, 199 6. Initially it seened
to help, but did not. A second nerve block wa s

performed wth no relief. On June 3, 1996, a
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medt ronic punp was inplanted and after a period o f
adj ustnent, the pain that was a ten was reduced to a
four and a five, and wth the OIFGCs, the breakthrough
pain was reduced to a two al nost i medi ately.

| felt likel hada Ilife again. | could no w
the | awn, do vehicl e nai ntenance, home and appl i ance
repair, plant flowers and shrubs, and | had the desir e
to go places and to be a better human being. To m vy
famly, a great Dbenefit of the OIFCs besid e
br eakt hrough pain, was the ease of taking them - -
whenever, wherever treatment o f breakthrough pai n was
required I had them

The OTFCs gave ny wife and | sone freedomt o
live our lives that we were missing. | felt that if
the OIFCs were nore readily avail able for honme use bu t
kept out of the reach of children as all nedicine s
should be, that people who experience severe pai n
woul d be given a chance at a better life.

| thank the commttee for allowing ne t o
rel ate the benefits | have received fromthe use o f
the OIFCs. To nme they were a Godsend. The onl vy
financial assistance | have re ceived fromthe conpany
was | odging last night and a neal. Thank you.

CHAl RVAN DOMNS:  Thank you, M. Sitlinger.

M. Anthony Mercanti no.
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MR MERCANTINO &ood norning, ladies an d
gentl enen and thank you very much for giving me this
opportunity to cone to speak w th you. I, as th e
gentl eman before ne, am a cancer survivor. Il wa s
di agnosed in May of 1988.

M/ main cancer started off as a prostat e
cancer, and in about a year-and-a-half netastasized t o]
ny spine, and nore recently, a bout a year-and-a-half,
up into ny skull. And one of the tunors did affec t
however the nuscles work in the head and affected ny
vi si on.

| am here because | feel that we all had an
opportunity to attack as ny pin says, Partners i n
Pain, to attack this terrible aspect of our disease.
Wen | was diagnosed | didn't realize anythi ng about
the pain aspects; you just think about the cancer
But later on the pain certainl y nakes itself evident,
and | guess people think thisis the way it has to be .

|'ve been treated since May of 1988 a t
Sl oan- Kettering Menorial, and | nust say the Pai n
Departnent recently -- one of the doctors is her e
today -- had made it very evident tonethat | did no t
have to be in pain and ny quality of life could go on

And as the gentleman said, once we're able

to attack the pain and get sonme control, then we can
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do sone of

doi ng,

wash and wax ny car instead of

doit.

and it was good to be abl e

the things that all of

i ke mowing the [awn, and in

And | was a school ad

wor ki ng with the school

i nportant.

worked -- not that one becomnes
just sonething that you know i

and it was,

life.

able to get out of bed and now

and five mles a day and |

So | nust say,

us are used

t

28

o

ny case, | liket o

payi ng sonebody el se t

m inistrator for 16 years

the quality of life

And this OTFC is really a CGodsend.

dependent on it.

to get back as a consultan

wa

It'

and it certainly increased ny quality of

To think back a year-and-a-half ago, | wasn

feel Iike

't

a useful citizen

and psychologically, and that's terrific, too.

| want to thank you all for the opportunity

| think as the other survivor

any ot her nedi cati on,

the house with it, and I

system where | carry al

shaving hit and | put it

sai d,

it really is like

you woul d take sone care about

just developed a littl

medications in a littl

away when we have ou

grandchildren cone and visit. So you

just control

There's really no problemwi th that aspect of it.

t her e.

And it certainly

thank you all

is good to know it

agai n.

I'm here of

It

m

S

S going to be effective

' mwal king up to four

o

t

S

t

-
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request. The only remuneratio n was the room paid by
Anesta. | thank you, again.

CHAl RVAN DOMS:  Thank you, M . Mercanti no.
According to the agenda we hav e no other speakers for
the public session. Yes sir? D d you have sonet hi ng
further to add? Ckay.

Are there any other speakers at this tim e
for the open public session? There will be anothe r
session this afternoon.

Seeing none then, we will nove on now to the
FDA opening renmarks and i ntroduction by Dr. MCorm ck

DR MOORM K ood norning a nd wel conme to
the Anesthetic and Life Support Drugs Advisor vy
Commttee. W're neeting today in a public forumto
di scuss the application for Actig™ Qal Transnmucosal
Fentanyl Gtrate, to hear the concerns of the public

on this issue and to ask our advisors to render a

=}

opinion that mght assist the FDA in reaching a final
deci sion regardi ng the marketing of this product.

There are special concerns regarding thi s
product which we hope to get on the table fo r
di scussi on. The palliative treatnent of cance r
involves the treatment of pain , an area that deserves
special attention as the one in which patients are no t

adequately treated, even after t hey have reached high
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doses of mai ntenance opi ates and who have breakt hroug h
pai n.

W've heard the stories and pleas from a
nunber of cancer sufferers and their advocates about
how good agents are needed. T he product that will be
under consideration of this Advisory Commttee today
is proposed for such a need: O al Transnmucosa |
Fent anyl Ctrate, a potent, synthetic, opioid |,
anal gesic agent in the formof a | ozenge on a stick.

W are mndful that the cancer treatnmen t
comunity is strongly in favor of the devel opnent of
new products for the breakthrough pain where current
treatnment is not sufficient or sinply too slow t 0]
provide relief. This product has the advantage over
other available treatnments in its rapidity of onset.

The FDAw Il soon be nearing t he conpletion
of its review of this product. In support of th e
i ndication for cancer breakthrough pain, the sponsor
has submtted: one adequate and wel |l -controlled study ;
two open label titration studies to explore dosin g
titration schenes; an open |abel study to evaluate the
safety profile of long-term use; four additiona |

control studies exploring use in the non-opioid

tolerant, post-operative population. However, th e

sponsor has chosen not to narket this  product in post
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The pivotal study in this product' s
devel opnent used an enrichnent design where patients
where titrated to a dose which both provided relie f
and was also tolerated. Not all patients achieve d
such a dose. Those who did, approximately 70 percent
then entered a doubl e-blind phase where their dose wa s

conpared to a placebo. They received a series of OF C

unit does or placebos in a ratio of 7:3 give
random y.
In this study, pain intensity and pai

reli ef were evaluated as endpoints. Doses studie

n

=}

ranged from 200 to 1600 mcrog rans given at the onset

of an epi sode of pain during the doubl e-blind phase.
Rescue nedication could be given at 30 mnutes i
there was insufficient relief.

The pain intensity difference and pai

relief fromthe beginning of an episode to each of 15

mnute increments into a final time of 60 mnutes
were conpared between placebo and treatnent. A
unquestionabl e placebo response was seen in bot
nmeasures, however, the difference between treatnen
and placebo was statistically significant at al
ti mepoi nts.

These differences wll be exam ned,

=}
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presume, in the sponsor's and certainly in the FDA' s

presentations.

consi der the nagnitude of clinical

in the study.

The Advisory Commttee is asked t

Inthis, as in

effect denonstrate

32

the two, open, tolerability

studies where titration to a self-selected dose wa

the goal, there was no clearly identifiable dose o

consistent titration schene.

purposely not

codified during these studies in a

effort to sinulate the individualized titration that

woul d occur in the hands of a speciali st

pain treatnent.

The titration then varied with

And how each

pati ent

in cance

reached the optinmm dos

ultimately shown to be effective in this study, wa

not well descri bed.
to develop |abeling or

mght potentially be prescribe d for titration to this

opti mum dose.

The

population is not

The sponsor's eval uation of the safety of

This | eaves a

final evaluation of safety

to determne how many unit

in thi

expected to bring any surprises

has included exposure of a tot al of 517 subjects:

whom 48 were healthy volunteers, 212 were

post - operati ve

patients,

and 257 were adult

heal th

opi oi d

Atitration process was

of

o

d

S

r

n

r

each patient .

e

S

voidinour abilit y

S

this produc t

y
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dependent cancer patients.

Patients in cancer pain trial were treated
from one day to over six nmonths. There were 20 i
that category. The maxi mum single dose per episode
that was used in the trials wa s 7200 mcrograns. The
safety profile of the drug in cancer pain trials wll
be discussed, the safety profile in the opiate naive
population wll also be discussed as this is als
relevant to the approval of this product.

O great inportance to the FDA, if in th
final analysis this product is determned to be safe
and effective in the conditions for proposed use, wer
t hose conditions adequate described, is the nmanagenen
of potential public risk in the marketing of thi
potent narcotic in a formthan can be mstaken fo
candy.

The issues of risk managenent which nma
i ncl ude packagi ng, |abeling, disposal, and possi bl
restriction, nmust be fully and adequat e addressed by
the sponsor before any risk-to-benefit ratio can b
det er m ned.

This is a unique situation in which th

popul ation that is potentially at the greatest risk of

adverse effects, is dissociated fromthe popul atio

that stands to benefit fromits approval.
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In sumary, clearly, patients suffering fro m

cancer pain deserve effective nedications -- bette r
than what they currently have -- and the public al so
deserves to have safe nedications. The Advisor vy

Committee can help us to decid e whether this proposal
in its totality is sufficient to prevent childhoo d
deaths fromaccidental ingestion, of if there mght be
an alternative approach that coul d be consi dered.

In looking at risk, much of our attentio n
nust focus on the non-opioid-t ol erant popul ation. To
fail to do so would be to ignore the greates t
potential for harm

The FDA wll be asking the Advisor vy
Commttee to consider the follow ng question: Doe s
the expected benefit to the intended clinica |
popul ation outweigh the risk of accidental injur vy
inherent in this product, or are there any neasure s
that could be taken that mght |essen this risk?

VW look forward to a conplete and ope n
di scussion of these issues. Thank you.

CHAl RVAN DOMNS:  Thank you, Dr. MCor m ck.
VW' [l nove on to the sponsor's presentation, then.

DR SHCEMAKER If | could have the firs t
slide, please. D. Downs and nenbers of the Advisory

Comittee, Dr. MCormck and ot her nenbers of the FDA,
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I'd li ke to thank you for the opportunity today t o]
discuss Actig™ or Qal Transmucosal Fentany |
Ctrate, which we have studied extensively for th e
treatnent of breakthrough pain and outpatients wt h
cancer.

M nane is Dr. Steve Shoemnaker and 1'mVice
Presi dent of Medical Communi cations at Anesta Corp.,
and | was the nedical director for these cancer pain
trails.

Today we're going to discuss several ,
i mportant, key issues, not the |east of which is the
treatment or managenent of breakthrough pain whic h
clearly represents a |large, unnet, nedical need.

VW will describe the clinical programwth
Acti g™ which denonstrates that Actiq™ or OTFC, safely
and effectively treats breakthrough pain i n
outpatients with cancer; and we'll al so describe how
Actig™ is appropriately configured and labeled t o
provi de the adequate safeguards which are necessar y
when this type of product is introduced into a n

out pati ent environnent.

Qur presentation wll be divided int o
sever al parts starting wth sonme backgroun d
information on OIFC and the specific Actig™

indication. This will be foll owed by a discussion of
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the Actig™ clinical programby Dr. Russell Porteno vy
who's currently Chairman of Departnment of Pai n
Medicine and Palliative Care at Beth Israel Medica |
Center in New York.

Vé will then finish the clinic al discussion
wth an integrated sumary of safety and this will be
fol lowed by a discussion of the risk managenen t
programfor Actig™M by Dr. dair Callan, who is Vic e
President of Medical, Regulato ry Affairs and Advanced
Research in the Hospital Products D vision of Abbott
Laborat ori es.

Now today you' Il be hearing frompeople bot h
from Anesta Corp. and from Abbott, and 1'd like t 0]
just explain the partnership agreenent that we have.
Anesta is the NDA sponsor for this product. Ve were
responsi bl e for designing, running, and interpreting
clinical trial data.

Abbot t Laboratories 'S a contrac t
manuf act urer. They not only manufacture nmarkete d
products, but also the products used in clinica |
trials, and Abbott is also res ponsible for narketing,
sales, and distribution of Actig™

Qur proposed indication then, is for th e
managenent of chronic pain, pa rticularly breakthrough

pain, in patients already receiving and who ar e
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tolerant to, opioid therapy.

V¢l |, what do we nean by break through pain?
Breakt hrough pain is defined as a transient flare in
pain rising to noderate to severe intensity, tha t
occurs in conjunction with otherwise controlled
persistent pain of noderate or mld intensity.

This is a schenatic representa tion then, of
the two conponents of chronic pain or cancer pain
Patients often have pain that is present day in an d
day out nost of the time; persistent pain. And this
persistent painis often well- rmanaged with the use of

controlled released opioids which are dosed on a

=}

around-t he-cl ock basi s.

Breakt hrough pain then, consists of thes e
squares of pain which break through this otherwis e
adequate level of analgesia. Br eakt hr ough pai n
characteristically has a sudden onset, by definition
is severe, and often has a rel atively short duration.
Br eakt hrough pain may occur spontaneously, or it nmay
be related to a specific activ ity such as novenent or
wal ki ng.

When breakt hrough pain is not well managed
it can have a very adverse effect on a patient's life .
For exanple, patients with incident pain find tha t

they have to decrease their activity |evel inorder t o
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prevent pain.
Vel |, how do we manage breakthrough pain ?
Vel |, one approach is nerely by increasing the dose of
t he around-the-clock nedication. The problem wt h
this approach is it often |eads to overnedi cation
Patients may conplain of too groggy or overly sedated .
An alternative approach is to use a
suppl enent al medication to treat these flares o f
breakthrough pain, and as pointed out, an idea |

medi cation would have attributes which tend to nmas Kk

the characteristics of breakthrough pain. 1In othe r
words, a rapid onset of pain relief, the nedicatio n
woul d be potent, and it would have a relatively short
dur ati on.

And has al so been pointed out previously ,
sone of the limtations of the currently avail abl e
oral nedications is the fact that they have a

relatively sl ow onset.

So for exanple, one patient in our clinical
trials woul d describe how, when she went out to dinner
and would get an episode of breakthrough pain, sh e
would often have to go into the bathroomand lie o n
the fl oor for 30 mnutes until her oral nedication s
t ook effect.

Now, waiting 15 to 30 mnutes nay not seem



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

39

like that long, unless you're the patient with severe
pai n.

Now, we can approach this ideal breakthroug h
nmedi cation nore easily in an inpatient environmen t
where patients have access, for exanple, to IV, PCA
Mor phi ne or other potent opioids. But the use of IV
PCA techniques is not practical for many of ou t
outpatients wth cancer, and nmultiple agencies
including the AHCPR and al so the ASA which recentl y
rel eased guidelines on the treatnment of cancer pai n
suggests that whenever possible patients should b e
treated with non-invasive, delivery forns.

Vel |, the nanagenent of breakthrough pai n
and the problens that we see are nore reflective o f
t he gener al under t r eat ment of cancer pai n
Unfortunately, cancer pain is highly prevalent: 3 0
percent of patients under acti ve, anti-cancer therapy
experience noderate to severe pain;, and up to 65to 85
percent of patients w th advanced di sease experience
pai n.

Now, there are miltiple barriers t o
effect i ve cancer pain managenent. One has been th e
| ack of controlled clinical trials. A though ther e
has been a ot of effort to develop new ways to manag e

persistent pain -- for exanple, sustained release d
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nmedi cations of Morphine or oxycodone or transderma |
preparations of Fentanyl -- until recently there' S
been very little work on devel opi ng new net hods t o]
treat breakt hrough pain.

There's inadequate nedical training; there' s
exaggerated fears about the use of opioids, both i n
clinicians and in patients. And finally, there's a
heterogeneity of cancer pain itself. Each patien t
experi enced cancer pain in a unique way, which als o
poi nts out the inportance of devel oping individualize d
t her apy.

Qur approach to managi ng breakt hr ough pai n
has been to consider the use of Actig™ or Cal
Transnucosal Fentanyl Gtrate which consists of a
solid drug matrix containing the potent opio0i d
Fentanyl which is attached to a handle. Now, thi S
handle is clearly mnarked with an R, and with the dose
of strength, which identifies this unit then, as a
serious, mnedicinal product.

Wien this unit is placed into the nouth the
matrix dissolves, and Fentanyl is rapidly absorbe d
across the oral nucosa. The oral nucosa is 20 timnes
nore perneable than skin and is very wel |
vascul ari zed, which facilitates this rapid absorption

Wi ch means that with OTFC we get the rapid onset of
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analgesia in a non-invasive, controllable deliver vy
form

And by controllable | nmean, if the patient
were to experience an exaggerated effect of Fentanyl
they can nerely renove the unit and stop ora |
t ransnucosal absor pti on. And because of th e
phar macoki netic properties of Fentanyl, the anal gesia
has a relatively short duratio n which again, is often
inmportant for patients wth breakthrough pain.

The pharmacoki netics of OTFCwere studied i n
a group of normal volunteers who were adm ni stered a
dose of 15 mcrograns per kilo gramin three different
delivery forns. Ch one day they received th e
medi cation IV, the next tinme, oral transnucosal, and
athird tinme they swall owed the dosage form

And what we found when OTFCis admnistered
over 15 mnutes, the peak blood |evel concentratio n
occurs at around 23 mnutes. So five to ten mnutes
after you finish consumng the unit you will get the
peak blood level. The peak bl ood level in this study
was about 2.7 nanograns/mi, and | want you t O
recognize this as a |log access, which conpared to a
peak blood level after |1V admnistration of 3 4
nanogr ans/ n .

And we're often asked, well wh at happens if
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the patient swallows the unit? And inthis study, th e
unit was dissolved in water an d the patient swall owed
it. And what we find then is that you get a nuc h
| owner peak on the order of 1 nanogramint, and the pea k
tends to occur much later -- at 90 mnutes. Again
this helps illustrate some of the |imtations of using
oral opioids.

VW' ve al so studied the dose pr oportionality
of OTIFC in the dosage range that we used in the cance r
pain clinical trials -- nanmely 200 to 1600 m crograns .
And what we denonstrated was that OIFC delivere d
Fentanyl in a dose-dependent nanner.

Vel |, that's sone I nformation o n
phar macoki netics. Wat about phar racodynamcs? In a
rel ative potency study that Dr. Portenoy will describ e
inalittle nore detail later, we were able to look a t
the onset of neaningful analgesia. Now, these wer e
pati ents undergoing |ower abdom nal surgery who ha d
PCA overnight, and on the next norning their PCA was
turned off.

And at their first request for anal gesia in
a bl inded fashion, they received either OIFC or | \%
Mor phi ne -- high and | owdose OTFC and hi gh and | ow
dose Morphine. And at the sane tine they were given

a stopwatch and they were asked, when you experience
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nmeani ngful pain relief, stop the watch. And by five
m nutes over 50 percent of patients had experience d
meaningful pain relief, and by ten mnutes over 8 O
percent -- both in the OIFC groups and in the | \%
Mor phi ne gr oup.

Vel |, how about the duration of anal gesia?
And in this slide w're plotting the percent o f
patients who are requiring additional, renedication;
in other words, when they woul d have pressed the PCA
button again. Wat we found in this study is that th e
two higher doses, the higher dose of OIFC and th e
hi gher dose of IV Mrphine, pr ovided analgesia with a
nmedi an duration of about three-and-half-hours -- whic h
was |onger than the | ower doses of OFC or |V Mrphin e
whi ch was about two-and-a-half hours.

This study was also designed to look a t
rel ati ve potency, and whether we | ook at duration of
analgesia or the area under the curve of the pai n
intensity plot, what we found was that the relativ e
pot ency was about 10:1. The range was from8-14:1
but a mddl e nunber is about 10:1.

In sumary then, Oal Transmuc osal Fentanyl
Gtrate represents a non- i nvasi ve route o f
admnistration that the patient has sonme control over

that provides very inportantly, the rapid onset o f
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pain relief simlar to IV Mrphine, on the order o
five to ten mnutes. Now, that's the onset of pai
relief. Many of our patients say that they start to
feel pain relief early but the maximal effect occurs
really at about 20 to 30 m nutes.

The duration is relatively short, on th
order of two-and-a-half to three-and-a-half hours in
the dosage range of 200 to 800 mcrograns, and th
relative potency with IV Mrphine is about 10:1
Vel |, what does this nean? This neans when we giv

800 m crograns of OIFC this is not |ike giving 80

44

f

=}

e

0

mcrograns of IV Fentanyl; it's nore like giving eight

mlligrans of IV Morphine.
Vel |, this dosage form has been approve

previously for market as Fentanyl Oral et, approved fo

d

r

in-hospital use for anesthetic pre-nedication, or for

provi ding conscious sedation or what we comonly refe
to now as sedation analgesia prior to painfu
procedures, in the hospital in nonitored anesthesi
care settings.

About that time in late '93, we bega

r

a

n

di scussions wth the FDA about our cancer pain progra m

which culmnated in our initial neeting in April o

1994, when we got together with the FDA Anesta

f

Abbott, and two | eading pain specialists: Dr. Russel |
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Portenoy, who at the tine was at Menorial S oan

Kettering; and Dr. Rchard Payne who is at MD
Ander son.

At this point we were able to define th e
clinical program which provided its own chal |l enges
Prior to this point there had been no clinical trials
| ooking at breakthrough pain, so we weren't, fo r
exanple, able to nmake estimates about how rmuch of a
response we mght see. W wer en't able to nake power
cal cul ati ons.

Now, an inportant assunption underlying thi s
programwas that Fentanyl is a potent anal gesic; that
we didn't have to prove that Fentanyl provides pai n

relief. W were highly focused though, on figurin

(o]

out dosing guidelines: how were we going to teac h
clinicians how to use this product in an outpatien t
envi ronnent ?

Vell, this obviously required a lot of work
and a lot collaboration, and we would like to than k
the hard work that both the FDA and our consultant S
put in over the next two years as we designed an d
redesi gned protocols and as we revi ewed the data. The
controlled, chronic paintrials were conpleted in Jul y
of 1996 and we submtted the NDA | ast Novenber.

Onh sumary today, we've heard about th e
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probl em of breakthrough pain; how tough it is t 0]
manage. V&' ve also heard about the inportant clinica I
features of OTFC. the rapid o nset of pain relief, in
a non-invasive, controllable, delivery system

The anal gesia has again, relatively shor t
duration. And it's these inportant, clinical feature s
of OTFC which offers the poten tial that this could be
a very effective nethod or way to manage breakt hrough
pai n.

Vll, thisis a background. 1'd now liketo
introduce Dr. Russell Portenoy who was a consultant o n
the HCPR guidelines that were developed and wa s
actually a nenber of the commttee of the ASA wh o
recently devel oped cancer pain guidelines.

DR PORTENOY: Good norning. Thank you

(@)

|"m pl eased to be here and have the opportunity t
present the clinical studies that have eval uated the
safety and efficacy of the Oa | Transnucosal Fentanyl
Gtrate product. As Steve Sho enaker nentioned, | was
actively involved for the past several years i n
hel pi ng the sponsor design the se studies. | was also
an investigator on several of the studies.

I'm also a clinician who's been heavil vy
focused in the area of cancer pain for nore than a

decade and have had the opportunity to do som e
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epi dem ol ogi ¢ surveys of break through pain and trying
to define the phenonenon in a nore clinically relevan t
way. So | have an intense interest in thi S
formulation, both from a nethodol ogical and from a
clinical perspective.

It's probably worthwhile then, to just begi n
with this clinical perspective and then to reiterate
sone of the points that Dr. Shoenmaker nade. Tha t
cancer pain for exanple, is highly preval ent and stil |
represents a najor health problem Undertreat ment :
under managenent of cancer pain continues to be highly
preval ent, and a proportion of patients that is still
too high, continue to have unrelieved pain.

It is now wi dely accepted around the world
that conventional, nedical pra ctice for the treatnent
of cancer pain involves the lo ng-term in-hone use of
opioid therapy, which typically involves th e
admnistration over tinme of both long-acting an d
short-acting formul ation.

The principle on which this opioid therapy
is grounded is the principle of dose individualizatio n
through a process of dose titration, which attenpts t o
optimze the balance between analgesia and sid e
effects. This titration has to be acconplished over

time, usually repeatedly in the | ong-term nmanagenent
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of chronic, cancer-related pain. And the goal i S
always satisfactory pain control with a favorabl e
bal ance between anal gesi a and si de effects.
Now, breakthrough painis clearly a highly

pr eval ent phenonenon in and of itself. There ar e

>

several surveys now that indicate that breakthroug
pai n occurs in somewhere betwe en 50 and 65 percent of
patients who have chronic cancer-related pain. An d
there's also data nowto begin to evaluate the inpact
of breakt hrough pain.

There are two longitudinal prospectiv e
surveys that have denonstrated that the presence o f
breakthrough pain is a predictor of overall ba d
outcone of opioid therapy for cancer-related pain
And ny col | eagues and | when | was at S oan-Kettering |,
did a survey that denonstrated a highly statistica |
correlation -- statistically-significant correlation
between adverse nood effects and conpromse o f
functi on and the presence of breakthrough pain i n
patients with chronic, cancer-rel ated pain.

The prevalence and negative inpact o f
breakt hrough pain has been recognized by clinician s
for along period of time, and conventional practices
have evolved in an effort to nanage it. An d

conventional nedical practice now endorses the use of
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suppl enental opioid therapy typically used in a short
acting, oral opioid.

And this therapy typically involve th
selection of a starting dose enpirically, an
conventional, nedical practice typically endorses the
starting dose as a dose proportional to the tota
daily dose -- typically sonewhere between 5 and 1
percent of the total daily dose is used as th
starting dose for the breakthrough pain nedication.

And then the breakthrough nedication i
titrated to effect, again with the goal of optimzing
t he bal ance between anal gesia and side effects.

Now clearly, this clinical, conventiona
appr oach to the nanagenent of breakthrough pain i
enpirical based on clinical experience because, befor
t he sponsor began to do studie s of OTFC there were no
controlled, clinical trials of nedication approaches
for the treatnent of breakthrough pain. And i
designing these trials we had to face a nunber of ver
difficult chall enges.

Br eakt hr ough pain is clearly a ver
het er ogeneous phenonenon; it's an unpredictabl
phenonenon; and in the vast na jority of patients with
cancer, it's occurring in an anbul atory environment.

It may occur unpredictably out of the observation of

e

d

5

e

S

e

n

y

y

e
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an investigator or a clinician.

be nost generalizable to the clinica

In order to do studies where t

50

he data woul d

setting, those

studies had to be done in an outpatient environment;

therefore we had to try to study a heterogeneou

transi ent

the investigator.

phenonenon whi ch occurred out of the

And this clearly is a challenging

thing to do in a controlled and systenatic way.

In addition, patients often had sever

underlying illness and as Steve Shoenaker nentioned,

there were no previous trials to use in an effort to

nmodel or do power cal cul ati ons.

to design a clinical
whet her or

for Dbreakthrough pain.

S

view of

e

Having said that, we did go ah ead and begin

That

programin an

effort to determn e

not OTFC is a safe and effective therap

program clearly bega

with single dose and mul ti-dose pharmacoki netics and

dose proportionality studies.

clinical

But then the cl

program had seve

ni cal programbegan, and th

ral inportant

first goal was to determne whether or

goals. Th

not atitratio

schedule could identify a dose which was effectiv

when conpared to pl acebo.

anal gesi c

The second goal

pot ency study

was to do a controlled

in order

to

identify th

y

n
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potency of OTFC in relation to the prototype opioid,
IV Morphine. And this is really an extension of a
line of research that began nore than 40 years ago an d
has culmnated in an equi-analgesic dose table tha t
allows clinicians to have sone idea about the potency
of any opioidinrelationtot he prototype opioid and
that dosing information -- tha t information is useful
when attenpting to dose patients.

Final ly, two studies were done tha t
evaluated the titratibility of OIFC therapy i n
outpatients, and attenpted to collect sonme additiona
information about efficacy, nore information abou t
safety, and information that woul d be hel pful in the
design of dosing guidelines in clinical practice. And
finally, there was additional safety informatio n
obt ai ned through | ong-term surveys of OTFC

So let me now begin and walk you through th e
clinical studies in an attenpt to focus, first on the
nmet hodol ogies that were developed, and then on th e
results of these studies.

The first study I1'lIl show you is th e
pl acebo-controlled OIFCtrial, the aimof which was to
denonstrate that OTFC is nore effective than pl acebo
for treating breakthrough pain in cancer patient S

t aki ng stabl e doses of around-the-cl ock opioids.
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The design was a multicenter, randomzed ,
doubl e-blind, placebo-controlled crossover trial. Th e
patient popul ation were: anbul atory cancer patients
living at hone who were using an oral opioid with a
dose equivalent to 60 - 100 mlligrans per day of ora
Mor phine, or who were using tr ansdermal Fentanyl of a
dose of 50 - 500 mcrograns per hour to treat thei r
stable, persistent pain -- the ir baseline pain -- and
who were also experiencing one to four episodes o f
br eakt hr ough pai n per day.

The study design was in two phases. Th e
first phase was an open-labele d titration of OIFC and
the goal of this was to define a so-called successful
dose. A successful dose is a dose at which one OTFC
dosage unit would provide adequate analgesia w't h
accept abl e side effects.

In other words, it was a clinically-relevan t
out cone. It was a dosage unit that a patient coul d
t ake when the target breakthrough pain occurred, and
that dosage unit would produce a favorable balanc e
bet ween anal gesi a and si de effects.

The titration approach wused here I'l |
discuss nore in a few mnutes, but was an approac h
that began with a | ow dose, allowed that patient t o]

take multiple doses if the initial dose wa s
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ineffective; but if the patient required multipl e
doses then the patient could be increased up to th e
next dosage unit size. So tha t over a period of days
a single, dosage unit size that could treat th e
br eakt hr ough pai n successfully woul d be identified.
After the successful dose was identified |,
the patients woul d enter phase 2 where they were give n
ten OIFG appearing doses, seven of which contained th e

actual drug and three of which contained placebo

>

They woul d then choose when to treat a breakthroug
pain, but every tinme they chose to treat a
breakt hrough pain they would take one of the OIFC -
appearing devices and then thereafter, nonitor pai n
intensity, painrelief, go over nedication perfornanc e
and adverse effects.

And 130 patients entered the study, 2 2
patients wthdrew due to adverse events in th e
titration phase. Dr. Shoermaker will explain thes e
adverse events in nore detail in the integrate d
sunmmary of safety. None of these adverse events was
seri ous.

G her patients withdrew for other reason s
| eaving 92 patients who conple ted the titration phase
and then entered the doubl e-blind phase; 72 patients

conpleted all ten episodes, crossing over betwee n
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pl acebo and active drug in the doubl e-blind phase of
t he study.

The patient characteristics of these 9 2
patients is depicted on this slide and the nean ag e
was 54 with a range of 27 upt o0 84 years of age. The
nal e/femal e split was about eq ual. The nean rate was
70 kilos. And there was a dis proportionate nunber of
Caucasi an subjects in this study.

There was a diversity of tunor type s
represented, with the largest nunbers belonging t o
breast cancer, lung cancer, an d colorectal cancer, as
expect ed.

The basel i ne doses taken by these patients
-- baseline nedications taken by these patient S
varied. About two-thirds of t he patients were taking
oral Mrphine -- nost as controlled release ora |
Morphine preparation -- about a quarter of th e
patients were taking transdernal fentanyl.

The nean basel i ne dose around the cl ock was
166 Morphine equivalent mlligrans per day, wth a
range of 30 to 600. In addition, all the patient S
entered the study taking suppl enental nedications for
breakt hrough pain, as is consistent wth conventional :
nedi cal practice. About athi rd of the patients were

usi ng i mredi ate rel ease Morphine; about a third of the
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patients were using i mredi ate rel ease oxycodone.

The nmean mlligrans per dose of rescu e
nmedi cati on was 18 Morphine equ ivalent mlligrans, and
the range per dose being wused to treat th e
breakt hrough pain at the tine the patient entered the
study varied between five mlligrans on the lowen d
and 120 Morphine equivalent mlligrans on the hig h
end. This diversity, again, is what one encounters i n
the clinical setting.

The open label titration phase again, wa s
intended to identify a single dosage unit that could
provi de adequate relief of breakthrough pain for the
patient; wth "adequate" being defined as a favorable
bal ance between analgesia and side effects. Anh d
depicted on this slide is the distribution of dosage
units that yielded that outcone.

And as you can see here, about a quarter of
the patients required either 1200 mcrogramunit o r
the 1600 mcrogramunit as the successful dosage unit
for t r eat ment of their particul ar brand o f
br eakt hr ough pai n.

The tine action plots for this study, as wa s
mentioned by Dr. MGCormck below, did denonstrat e
separation from placebo. There was a clear placeb o

effect in both studies and then significant separatio n
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from placebo at all time points where the on e
evaluated pain relief or pain intensity difference.

The adverse events in this study were a s
woul d be expected with any opioid: 22 patient s
reported dizziness; 17 reported nausea; and 1 1
pati ents had somol ence. Three patients wthdrawfro m
the study because of an adverse event that was a t
| east possibly related to the OTFC, and as you can se e
on this slide, these varied: shortness of breath
chest pains, disorientation, unsteady gait, an d
several others.

Agai n the adverse events will be described
in nmore detail in the integrated summary of safet y
that Dr. Shoenmaker will do later.

So this study, this placebo controlled stud y
denmonstrated in the open |abeled phase that a
titration approach would seem to be clinicall vy
relevant starting at a |ow dose, allowing multipl e
units, and then racheting up to a l|larger dose i f
patients actually required mul tiple units; identified
an effective dose inthe ngjor ity of patients -- nore
than two-thirds of the patients; and then when tha t
effective dose was conpared against placebo, i t
denmonstrated that this potent anal gesic, Fentanyl :

when enbedded in this |ozenge on a stick, was capabl e
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of providing analgesia with a safety profile tha
woul d be consistent with any other opioid drug.

The next study 1'd like to present to yo
was the rel evant potency study, the aimof which was
to determne the relative potency of OIFC and |
Mor phi ne. The design of this study was again,

mul ticenter, random zed, doubl e-blind, graded single

dose trial in which single doses of OIFC -- 20
m crograns and 800 mcrograns -- were conpared wt
single doses of IV Mrphine -- 2 mlligrans and 1
mlligrans.

Now, this study was done in a highl
repr oduci bl e pain nodel, nanely, post-operative pain
due to a |ower abdomnal incision. Most of th
patients in this study underwent gynecol ogica
surgery.

The design of this study was that patients

57

t

woul d recei ve routine pain man agenent overni ght using

patient-controlled anal gesi a. h the nornin
foll owing surgery this was discontinued. Wen th
patient reported a level of pain they received
steady drug in blinded fornat.

And the study drug that coul d be gi ven woul
ei ther be 200 m crogram OTFC, 800 m crogram OTFC, or

2 mlligramIV Mrphine or 10 mlligram |V Morphine,
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and a doubl e- dummy approach was used to nmaintain the
blind in this admnistrati on.

Following the admnistration of the drug the
patients had a stopwatch and used that stopwatc h
technique in order to indicate when neani ngful pai n
reli ef came on, and pain intensity and relief wer e
nmonitored over time. The need for renedication, the
request for renedication on the part of the patient,
was used as a proxy variable for duration of effect o f
t hese study drugs.

And 133 patients entered this trial. Yo wu
can see that there was a relatively even match i n

terns of age across the different groups. The nea n

=}

wei ght was about 71 kil os and agai n, arelatively eve
split anong the study groups.

Most of the patients in this trial wer e
femal e because of the preponderance of GY'N  surgery and
as you can see, there was a nore even mx here betwee n
Caucasi an and non- Caucasi an patients.

If one looks at the tine effec t curves, the
first looking at pain intensity difference, you ca n
see that inthe later time points there's a separatio n
by dose with the |ower doses of OIFC and Mrphin e
providing |ess anal gesia than the hi gher doses of OIFC

and Mor phi ne.
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In terns of duration of effect, thi s
represents the patients who were requesting additiona |
anal gesia by tine, and you can again, see that there
seens to be a separation between those patients wh o0

recei ved a | ower dose of eithe r OIFC or Morphine, and
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t hose who received a hi gher dose.

And if one created summary variables i
order to derive relative potency scores, one can d
this either with duration of anal gesia or by | ooking
at the area under the curve of the tine actio
relationship wusing the nornalized weighted sone of th
pain intensity differences through 360 m nutes, an
you can see that these <curves have all th
characteristics of a valid, relative potency assay.

They denonstrate dose response between the
lower dose and the higher dose, the curves ar
relatively parallel, and they overlap in the effec

r ange.

So these curves have the chara cteristics of

avalid, relative potency assa Yy, and as was nentioned
by Steve Shoenaker before, if one evaluated th
different variables interns o f the relative potency,
one found the range of scores that vary between 8:
OTFC to Mrphine, and 14:1 OIFC to Morphi ne, and

mddle figure that one | think, would justif



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

60
clinically, would be about 10:1 relative potenc vy
between OTFC and Morphine in this single dose relativ e
potency assay performed in the post-operative setting

Now, as Steve showed before, t here was sone
attenpt to neasure tine to the neani ngful pain relief |
and you see that these curves don't separate by dose;
there's no dose effect that can be denonstrated with
this particular variabl e.

And for that reason it's inpossible t o

conclude that there is, in fact, an equival ence i

=}

time of onset between OIFC and Morphine. It S
possible that there's equivalence; it seens to sugges t
that; but it may just be a problem with th e
sensitivity of this particular variable. So we can't
say it in any concl usive way. Certainly, OIFC s onse t
of effect did not |ag behind Mrphine.

In terns of adverse effects, they woul d be
what you would expect to see in a post-operativ e
setting in patients receiving opioids. Sone patients
experienced fever, sone patients devel oped nausea
pruritus, and there was no separation between the OTFC
and Morphine. And again, this will be discussed i n
nore detail alittle bit later.

So the conclusions from this relativ e

potency study is that the OTFCto |V Mrphine relativ e
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potency is approximately 10:1, which in sort o f
practical terns nmeans that 800 mcrograns of OTFC is
roughly equivalent to 8 mlligrans of IV  Mrphi ne whe n
given as a single dose.

The onset of pain relief and the duratio n
with OIFC was simlar to IV Mrphine, althoug h
concl usions about onset of relief have to be tentativ e
given the lack of a dose response relationshi p
identified in this study, and OTFC was wel | -tol erat ed

The next two studies that | wa nt to present
to you are the titration studies, and these studie s
were predomnantly designed in order to determn e
whether or not a clinically-relevant titration nodel
could culmnate in the use of a single dosage uni t
that the patients would experience as reliabl y
treating their particular breakthrough pain in a way
that yielded a favorabl e bal ance between anal gesi a an d
Si de effects.

So the primary aimof these studies was to
determne that a titration process can be used t o
identi fy a dose of OIFC that safely and effectivel y
treats breakthrough pain in ca ncer patients receiving
around-t he- cl ock opi oi ds.

(he study, this first one, was done i n

patients receiving around-the-clock oral opioids for
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chronic pain, and then the next study I'll show you,
it was around-the-clock transdernal Fentanyl fo r
chroni c pain.

Secondary ains in this study were to conpar e
the OIFC with the wusual breakthrough nedications :
assess dose responses, establish OIFC dosin g
guidelines if possible, and to define the safet vy
profile in greater detail.

In order to have greater confidence that th e
efficacy data was valid, there was an effort in these
studies to introduce sorme blinding so that neither the
investigator nor the patient who participated inthes e
studi es woul d know exactly wha t dose they were taking
at any point in tine.

So the design was a multicenter, randomzed |,
doubl e- bl i nd, dose titration performed in cance r
patients using oral opioids that were equival ent to 60
to 1000 mlligrans of Mrphine per day for persistent
pain, and who were experiencing 1 to 4 episodes o f
br eakt hr ough pai n per day.

The design of this study was in thre e
phas es. First, patients were assessed in terns o f
their usual breakthrough pain and the ability of thei r
usual , supplenental, oral opio id medication to nanage

t hat breakt hr ough pai n.
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And so the patients were assessed during a
2-day observation period, two epi sodes of breakthroug

pain treatment per day were assessed, and wha

63

h

patients were told to do was t o conplete a diary that

indicated pain intensity, pain relief, nedicatio
per f or mance, and adverse events for their usua
br eakt hrough pain nedication as it worked, as it was
used to treat their target breakthrough pain.

Followng this phase they entered into
titrat ion phase, the goal of which was to define
succes sful dose. And again, the term "successfu
dose" in these studies nmeans a dose whereby a single
dosage unit could provide adequate analgesia wt
acceptabl e side effects for the patient's particul ar
breakt hrough pain. The dose range that was studie
was 200 mcrograns to 1600 m crograns.

Followng titration to a successful dose

the patients then had that successful dose assesse

=}

d

systematically for two nore st udy days. Two epi sodes

of breakt hrough pai n per day were eval uat ed on each of

t hese observation days, and just like in the phase 1

period, after each treatnent pain intensity, pai

relief, medication perfornance , and side effects were

eval uat ed.

Now, the procedure that was us ed to titrate
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the patients OIFC and thereby find a successful dose

i ncor porat ed both random assi gnnent and an effort to
blind. Specifically, patients were random zed either
to a 200 mcrogram unit or a 400 mcrogram unit t o]
start and this was done in double-blind fashion - -
neither the investigator nor the patient knew what the
starting dose woul d be.

Patients were in close contact with th e
study nurse and when breakt hrough pain occurred they
woul d take one of these units, and if the breakthroug h
pain was not effectively treated they were allowe d
then to take a second unit. | f that didn't work they
were allowed to take a third; if that didn't work the y
were allowed to take a fourth. They were allowed to
take up to four units per episode and to treat up to
two epi sodes per day.

If they needed nore than one OTFC to treat
an episode, then they were allowed to increase th e
dosage unit size. The nurse and the investigato r
woul d decide whether or not to increase the dosag e
units, and the pharmacist woul d be called in order to
i ncrease the dose.

Wien t he pharnaci st was called to increase
the dose, one-third of the time the pharnaci st would

ignore the order to increase the dose. And this was
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done randomy an in double-bli nd fashion; neither the
investigator nor the study nur se nor the patient knew
whether the order to increase the dosage unit wa s
ignored or actually proceeded according to plan.

So this continued until patients wer e
titrated and one OTFC was effe ctive on two occasi ons,
and at that point outconme data was collected as I
descri bed previously.

In this study 65 patients entered the trial
The nmean age was 53; the nean weight was 70 kil os ;
there was a relatively even split by gender; and the
study sanple was disproportionately represented b vy
Caucasi ans.

The tunor types were diverse with th e
| argest nunber of patients hav ing breast cancer. The
basel i ne nedi cati on, the vast majority of patients in
this trial were taking oral Mrphine -- wusuall y
control relief oral Mrphine. The nean dose of this
around-the-clock opioid medication was 208 mlligrans
and the range was 60 to 800 mlligrans per day.

In addition to this baseline nedication, al |
patients were taking a short-acting, supplenenta |
medi cation for breakthrough pain on entry into th e
study. About half the patient s were taking Morphine;

about a quarter of the patients were taking Oxycodone .
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The mean dose per supplenental nedicatio n
was 26 Morphi ne-equivalent ml ligrans wth a range of
5 Mor phi ne-equivalent mlligranms up to 100 Mor phi ne-
equivalent mlligrans to treat an i ndependent epi sode
of breakt hrough pain.

And 48 of the patients, or 74 percent, were
able to be titrated to a successful dose; that is, a
dose were a single dosage usage provided a favorable
bal ance between anal gesia and side effects. BEgh t
patients w thdrew due to an adverse event, and thi S
W ll be described in nore detail during the sumary o f
safety a little bit later. Five patients were no t
successful after being titrated up to the 160 O
m crogramuni t si ze.

The first set of anal yses that were done in
this study were perforned in an effort to determn e
whether or not we could show a dose respons e

rel ationship between dose patients who were started o

=}

a 200 mcrogram unit and dose patients who wer e
started on a 400 mcrogramunit, or in any other way
showed dose response.

And the reason to do this is that th e
finding of dose response will make us nore confi dent
that we had a valid analgesic assay and could the n

draw sone concl usion about the efficacy data that was
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collected in this trial.

You could see that the dose that wa s
ultimately reached as the successful dose for thos e
patients who were started at 2 00 mcrograns and those
patients who were started at 400 mcrograns, wa S
simlar. There was no statistically significan t
di fferent between the final dose anong the patient S
started at the | ow dose or no starting dose.

However, if you look at the nunber o f
titrations that were needed to reach that successful
dose, then those started on 400 mcrograns. So th e
finding that those started on the | ower dose required
an additional titration to reach the successful dose
than those started on the higher dose, is supportive
of the idea of the dose effect -- a dose respons e
effect.

Another way of |looking at thisis to look at
what happened after a dose was ignored -- after th e
order to increase the dose was ignored. Thi s happene d
15 times in the study, and in 12 of these patients an
i ncrease in dose was subsequently needed in order to
identify a successful dose.

Thi s agai n suggests that there was in fact,
a dose response relationship so that if the patien t

and the investigator decided the patient needed a dose
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increase to get to a successful dose, he or sh e
actually did require that and subsequent dos e
titration was necessary to bring themto that |evel.

And finally, if one |ooked at the effec t
data -- pain intensity, pain intensity difference :
pain relief, and nedication performance -- an d
conpared the effects obtained at the first dose with
the effects obtained after dos e titration at the | ast
dose within each patient and | ook at that analysis ,
not surprisingly, one finds th at the effects produced
by the higher, |l ast dose, are statisticall y
significantly nore than the effects produced by th e
lower, initial dose -- again, supporting the notio n
that this study was able to show dose response an d
therefore we could say sonething about the efficac vy
data in a nore valid way.

Vll, the first and I think, m ost inportant
analysis fromthis study evaluated the rel ationshi p
between the successful dose required to trea t
br eakt hrough pain and the baseline dose of opioi d
nmedi cation that the patient entered the study with.

Now, as | nmentioned to vyou before ,
conventional nedical practice usually suggests tha t
t he dose of breakthrough pain nedication ought to be

a proportion of the baseline d ose. This is what nost
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cancer pain guidelines suggest and this is what nost
people do in clinical practice.

And indeed, if you ook at the relationship
between the dose of the around-the-clock nedicatio n
and the dose of the breakthrough pain nedication a t
the tine the patients entered into the trial, ther e
was in fact, a statistically-significant direc t
rel ati onship wherein 63 percent of the variance of the
br eakt hr ough pai n nedi cati on dose coul d be expl ai ned
by the baseline dose.

So conventi onal nedi cal practice wa s
illustrated by this relationship fromthese patients
who entered into this trial. But after successfu |
titration, if one evaluates the dose of OIFC th e
patients ended up on as a function of the baselin e
dose rather than this direct relationship, what w e
found in this study was that there was n o
rel ati onshi p. The rel ationship was not statistically -
significant and only the anoun t of variance expl ai ned
was .5 percent.

And this reflects | think, the possibility
that this study has denonstrated for the first tim e
t hat convent i onal t hi nki ng about dosi ng o f
br eakt hrough pain nedications rmay not be accurate; it

needs nore study. This is a new science that wa s
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denonstrated by this trial. I find this ver vy
fascinating and inportant because |'ve been dosin g
br eakt hrough pain nedication as a proportion of th e
baseline dose for a long tinme and I need to rethin Kk
that . It's possible that that's not an accurate
reasonabl e thing to do.

And the other inplication | th ink, whichis
very inportant, is that it suggests that one is no t
going to be able to pick a dose of OTFC as a clinicia n
based on the baseline dose; that patients are goingto
have to start at a lowdose and then be titrated to a n
effective dose, and therefore, a conservative approac h
to dosing which would include a low initial dose and
dose titration, is the appropriate nethod for treatin g
br eakt hr ough pai n usi ng OTFC.

If one looks at the efficacy d ata -- again,
this conparison again, is between the OIFC phase and
the patient's usual nedication; it's really an ope n
| abel conparison -- it suggests that the patient S
found that the OIFC did product analgesia with a n
onset of effect that seenmed to be faster than th e
usual breakt hrough pai n nedi cati on.

Anot her way of evaluating that is tolook a t
the anmount of pain relief reported per unit time. For

exanple, the OIFC yielded 56 percent of the tota |



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

71
amount of pain relief in the first 15 mnutes, a s
conpared to the usual breakthrough pain nedicatio n
which provided only 34 percent of its total pai n
relief inthe first 15 mnutes -- suggesting that the
OIFC has a faster onset.

The adverse events in this study, as would
be expected, were those that one encounters with a n
opioid drug. A quarter of the patients were sl eepy,

14 percent reported dizziness, 8 percent reporte d
nausea, four patients withdrew with adverse event S
that were at |east possibly related to the OIFC, and

t hese incl uded somol ence, diz ziness, hallucinations,
body nunbness, and so forth. And nore detail abou t
this will be comng in a mnute.

So the conclusion for this dose titratio n
study was that dose titration can indeed, identify an
OTFC dosage unit that safely and effectively treat S
breakt hrough pain in patients receiving around-the -
clock, oral, opioid therapy.

The optinmal dose of OITFC is determined b vy

titration and is not predicted by the around-the-cloc k
dose. The onset of pain relief appears to be faster

with OIFC as conpared with the typical, oral :
suppl enental opioi ds. And the nost comon sid e
ef fects -- sommol ence, nausea, and dizziness -- ar e
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typical of opioids and did not limt OIFC use.

Now the second study that was done wa s
another titration study where the nethodology wa s
identi cal to the previous study but it was done i n
patients who were receiving transdernal Fentanyl
Agai n, the aimwas to denonstrate that a titratio n
process can be used to safely identify a dose of OIFC
that effectively treats breakthrough pain in cance r
patients receiving around-the-clock opioid therapy.

And the secondary ains were to conpare OTFC
with the usual breakthrough pain nedication, asses S
t he dose response, establish OIFC dosi ng guidelines i f
possi ble, and define the safet y profile even further.

The design again, was a multicenter ,
random zed, double-blind, dose titration study i n
cancer patients using transdernmal Fentanyl in a dose
range of 50 to 300 mcrograns per hour for persisten t
pain, and who were also report ing sonewhere between 1
and 4 breakt hrough pai n epi sodes per day.

The methodol ogy was exactly the sane a s
before. The supplenental nedi cation that the patient
entered the trial with was first assessed in a
systematic way for two days, two episodes o f
br eakt hrough pain treatnent were assessed on each of

t hose days, and each treatnent was assessed in terns
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of intensity, pain relief, nedication performance, an d
adverse effects.

Then the patient entered a titration phase
with the guidelines | indicated before, and then after
a successful dose was identified, a single dosage uni t
that could successfully treat the breakthrough pain,
the patient had a 2-day observation period, tw o
breakt hrough pain treatnments per day were eval uated i n
terms of pain intensity, pain relief, nedicatio n
performance, and adverse events.

In this study the nean age was 59; the nean
weight was 67 kilos; again, there was a relativel y
even split by gender; and Caucasians wer e
di sproportionately represented.

Tunor types varied and the nost prevalen t
tunmor type in this study was lung cancer, whic h
occurred in about a quarter of the patients.

Al the patients in this study were taking
transdermal Fentanyl. The around-the-clock dose o f
this transdernal Fentanyl had a nmean of 103 mcrograms
per day, and the range was 50 to 300, which wa s
stipul ated by the protocol as the range to be studies .

In addition, all the patients in this study
were receiving a short-acting, oral, opioid drug for

br eakt hrough pain at the tine they entered the study
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-- About a quarter of the patients receivin g
Oxycodone, about a quarter of the patients receiving
Morphine -- and the mean mlligrans of Mrphine -
equi valent mlligrans taken to treat an episode o f
br eakt hrough pain was 21, and the range was from5 to
100 mlligrans per breakthrough pain epi sode.

O the 62 patients who entered the study
about three-quarters could ide ntify a successful dose
of OTFC 6 patients, or 10 per cent w thdrew due to an
adverse event -- three of which were related to th e
OTFC and will be discussed shortly. Four of thes e
patients were not successful d espite titration to the
hi ghest dosage unit available, specifically the 1600
m crogramunit.

Now, in this study the effort toidentify a
dose response so that we could have a greater degree
of confort with the validity of the efficacy data
denonstrated equivocal results. And the reason that
the results were equivocal is because met hodol ogi cal | y
we inserted one change in the protocol for safet y
reasons and that ended up conp romsing our ability to
denonstrate a dose response.

Specifically, it was decided that patients
who were taking either 50 or 75 mcrograns per hour o f

t he transdermal Fentanyl shoul d not be random zed to
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get either 200 or 400. And the reason for that wa s
because we had worked under th e assunption that there
a proportional need between the breakthrough pai n
nmedi cation and the baseline nedication, and that 400
m crograns as the breakthrough pain nedi cati on woul d
be excessive for patients who were al ready receiving
only 50 or 75 mcrograns.

For that reason, patients who were receiving
either 50 or 75 mcrograns of transdermal Fentany |
were sinply assigned in open | abel fashion, toget the
200 mcrogramunit. Unfortunately, when the tallies
were all finalized here, you can see that nore tha n
hal f the patients were sinply assigned to get the 200
mcrogram wunit, and that randomzation was onl vy
performed in 29 patients -- 18 of whomwere randomy
assigned to the 200 mcrogramunit and 11 of whomwer e
assigned to the 400 mcrogramunit.

And so when one | ooks at the anal yses that
were perforned to denonstrate a dose respons e
rel ationship, the results are equivocal and do no t
provide a high degree of confidence that we can sa vy
that the efficacy data is valid.

For exanple, the final dose that wa s
titrated to by patients randomzed to 200 and 40 O

mcrogram couldn't be said to be statistically non-
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si gni ficant. The nunber of titrations for patient s
randomi zed to 200 were not nore than the nunber o f
titrations for patients random zed to 400.

Fifty percent of the tine that a dos e
titration order was ignored, the patient then go t
succe ssf ul relief on the same dose. Il n
contradistinction to the previous study where th e
ignore order typically required the patient to then be
subsequently titrated to a hig her dose, in this study
50 percent of the tine the sane dose was effective.

Oh the other hand, if one looks wthi n
patients and evaluates the effect data of pai n
intensity, painintensity diff erence, pain relief and
medi cation performance in terns of the effect s
produced by the Iow dose -- the first dose -- and the n
t he successful high dose, then there is a clear an d
highly statistically-significant difference in th e
effects produced by | ow dose and hi gh dose.

So whereas these type of data suggest that
there was in fact, a dose response, the other anal yse s
we perforned weren't confirmatory, and for that reaso n
the effect data in this study has to be viewed in a
nore tentative way.

Anot her unusual characteristic - -

potentially wunusual characteristic in this study - -
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was that there was actually not a very goo d

rel ati onship between the baseline dose and the around

t he-cl ock dose of those patients who entered into thi s
st udy, in terns of their usual, supplenenta |
nmedi cat i on.

The amount of the variance in the dose o f
the breakthrough pain nedication explained by th e
basel ine nedication, was only 22 percent -- i n
contrast to the previous study where the relationship
was nuch stronger.

Notwi thstanding this, if one looks at th e
OIFC and the relationship between the breakthroug h
dose and the baseline dose, on ce again very little of
the variance is explained suggesting again, that a
conservative and appropriate approach to dosing OIFC
is approach that incorporates a low, initial dose in
dose titration to the successful dose.

Again, the efficacy data could be eval uated
in an open |abel conparison of the previous dos e
conpar ed to the OIFC dose, and the OIFC appears t o]
work as well as the usual nedication -- actuall y
better -- and that nore of the effect of the OTFC is
seen earlier, consistent with a faster onset o f
effect.

And the side effects again, are those that
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sl eepi ness, nausea, dizziness, and vomting. An

t hese adverse events will be e xplained in nore detai

shortly.

So the conclusions for this study was that
dose titration can identify an OIFC dosage unit that
safely and effectively treats breakthrough pain i

cancer patients receiving transdernal Fentanyl. The

78

g
d

n

opti nal dose of OTFC shoul d be determ ned by titration

and cannot be said to be predi cted by the around-the-

cl ock dose.
The onset of pain relief does appear to be

faster with OIFC conpared to the usual breakthroug

pai n nmedi cation used by the pa tient, but this sort of

anal ysis has to be viewed as tentative in thi
particular study -- nuch nore strongly supported i
the previous study. The nost common side effects --
somol ence, nausea, dizziness, and vomting, ar
typical of opioids and did not limt OIFC use.

And finally, | would like to just present t

h

(0]

you the | ong-termopen-|abel survey that was done, the

aimof which was to evaluatet he long-termsafety and

efficacy of OTFCin cancer pat ients w th breakthrough

pai n. This again, was a multicenter study and wa

desi gned as an open-| abel survey.

S
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Any adult outpatient wth cancer wh o0
successful |y conpl eted one of the titration trials of
OIFC, and who continued to experience breakthroug h
pain, were allowed to enter th is trial. It was their
option to enter as long as they successfully conplete d
atitration study and still experienced breakthrough
pai n.

If they decided to enter the study thei r
around-t he-cl ock nedi cati on was sinply conti nued and
they started OTFC at the successful dose determne d
from their previous titration study. They wer e
allonwed to treat up to four episodes per day and i f
necessary, OTFC was titrated a s clinically indicated.

The nunber of breakt hrough pain episodes per
day, the medications used tot reat breakthrough pain,
the global satisfaction with the OIFC and sid e
effects were nonitored as outcone. In this stud vy
there were 155 patients. The gender split was about
equal ; the nean wei ght was 69 kil os.

You can see here that the age mx was quite
br oad. The age range of the patients surveyed wa s
from 26 to 91 years, and 22 percent of the patient S
were over the age of 65; 93 percent of the patient S
wer e Caucasi an.

The patient exposure to OTFCi n this survey
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is as follows: 92 percent of the patients who wer e
eligible to participate in the extension trial, opted
to do so; the nunber of treatnment days ranged from1l
to 423; the nmean nunber of treatnent days was 92.

There was an average of 2.5 episodes o f
breakt hrough pain per day treated with the OIFC Thi s
culmnated in usage of 41,766 OIFC units consunmed and
38,595 episodes of breakthrough pain treated durin g
the extension trial.

The results of the trial were as follows
Patients experienced on averag e, about three epi sodes
of breakt hrough pain per day and as | said before, 2. 5
of these episodes were treated with the OTFC at th e
patient's discretion. The could choose to treat the

breakt hrough pain with the OIFC or not at thei r

di screti on.

And 92 of the episodes were successfull vy
treated with OTFC, with success being defined as a n
adequate result -- in other words, a favorable balanc e

bet ween anal gesia and side effects -- being obtained
with a single dosage unit of the OTFC

The patients rated nean medicatio n
per formance on a 4-point scale at 3.1, and over th e
course of tine during this study period, 66 percent o f

the patients remained on the same or |ower dose
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There was no tendency for patients to require higher

and hi gher doses over tine. O limted tendency.

taken by patients, you'l

|

you look at the distribution of dose

notice that this

all adds u

to nore than 100 because sone patients woul d take

| oner dose and then be titrated up to a hi gher dose.

But you can see that about 50

percent of the patients

ended up taking 1200 or 1600 m crogramunit doses.

And if you |l ook at the episodes treated by

unit dose you'll see that about 35 percent

epi sodes of breakt hrough pai n

were ultinatel

of th

y treated

with either the 1200 or the 1600 m crogram dose.

The safety data wll

nore detail.
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you typically see with opioid drugs:
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nausea, dizziness and vomti ng. Th
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sor es.

So the conclusions fromthis | ong-term open
survey was that OIFC was used safely and effectively
to treat breakthrough cancer pain; over 41,500 units
were used; over 38,500 breakthrough pai n epi sodes wer e
treated; and patients used the OIFC for up to 423 day s
of therapy.

The satisfaction ratings were good, therei s
no trend toward decreased effectiveness over time, an d
the toxicity profile was favorable wth fe w
withdrawal s related to OTFC

Thank you very mnuch.

DR SHCENVAKER In just a noment we'l |
conclude the clinical discussion with an overal I
summary of the safety data.

As Dr. MCormck pointed out early, i n
addition to the 257 cancer patients reported in this
NDA, we also |ooked at data from 212 post-operativ e
pain patients and 48 volunteers that participated in
phar macoki neti ¢ studi es.

| think it's very inportant to understan d
that these post-operative pain patients were no t
studied in a setting looking a t OIFCto treat post-op
pain. These studies were done to define the analgesi c

properties for OTFC
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For exanple, sone of these were Morphine -
sparing studies were patients were actually receiving
|V Morphine at the sane tine they were receiving OFC |,
and they were receiving OTFC on a tine-contingen t
basi s; for exanple, every six hours or every eigh t
hours, as opposed to a PRN basis which is how yo u
woul d commonl y treat post-operative pain.

Again, if we look at the overall patients,
over 22 percent were over the age of 65, meaning the
elderly were well-represented. There was only a
slight predomnance of wonmen in these studies an d
again, the vast majority of these patients wer e
Caucasi an.

There were nmultiple cancers represented in
these patients, but if we look at the top three
breast and lung were clearly the nost common wt h
colorectal being the third, and these solid tunmor s
whi ch commonl y net ast asi ze to bone then, represented
about 50 percent of these patients.

If we look at the dosage strengths that wer e
used in these trials, inthe controlled trials -- now,
these are the titration trials -- we obviously have a
lot of patients using the |ower dosage strength s
because this is where we started the titration. And

again, these nunbers add up to greater than 10 O
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percent because you could have been titrated up al I
the way through, up to 1600 m crograns.

Now, when we look at the long-termtrial
the long-termsafety trial -- these are patients that
had al ready been titrated to a n effective dose -- and
we see a nore equal distribution again, with goo d
representation at the highest two dosage | evels.

Now as was pointed out, in the titratio n
phase of these studies as you were trying to find you r
successful dose, it was possib |e to use nore than one
unit to treat an epi sode of breakt hrough pain. So now
we're looking at the total dose per episode that was
used in these titration trials and what we notice is,
there were a fair nunber of patients who used ove r
1600 m crograns.

And as was also pointed out earlier, th e
| argest nunber of mcrograns that was used was 720 O
m crograns whi ch was used over about four hours with
no adverse events reported on that day.

If we Jlook at the nunber of unit s
admnistered -- actually used in these trials - -
again, inthe controlled titra tion trials there tends
to be nore predom nance at the | ower doses as patient s
begin the titration process, but if we look at th e

nunber of units used -- and I'll point out the fac t
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that there's an order of nagnitude larger units here
than here -- in the long-termtrial again, patient S
are using nore of the higher dosage strengths.

Now, the adverse events that we sawin thes e
patients are those typical of opioids. And it nust b e
remenbered that patients on this trial were often on
two to three different opioids . They could be taking
a different opioid -- for exanple, sustained relie f
Morphine -- for their persistent pain.

And if we look at events that th e
investigators felt were relate d to OTFC the expected
opioid events that we saw greater than ten percen t
wer e nausea, dizziness, and somol ence.

This is conbined data now, on the titration
trials, the control trials, an d it nust be renenbered
that these patients had cancer . They were often very
ill; you d expect themto have adverse events. These
patients often got hospitalized for exanple, fo r
problens with their underlying cancer.

Wen we | ook at w thdrawal s due to adverse
events, over half of these were unrelated to the use
of OIFC If we look at serious adverse events - -
including deaths -- there were only four epi sodes that
coul d be considered possibly related to OIFC I d

like to spend a little bit of time now on that on e
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patient that | showed up there where it said the deat h
coul d be possibly rel at ed.

Thi s gentl eman was a 62-year-ol d, white nal e
w th advanced, chronic, obstructive pul nonary di sease
In 9/95 he was diagnosed wi th adenocarcinona of th e
lung and at the tinme of pleure ctony was found to have
netastatic adenocarcinoma involving the lef t
di aphragmatic  pl eura. He wunderwent a parieta |
pl eurectony wi th decortication.

H s course was conplicated by the fact that
he had an episode in Novenber of 1995 of deveinou s
thronbosis and pul nonary enbolus at atime that he was
on Counmadin therapy. In February of 1996 he devel ope d
pr ogr essi ve shortness of breath and a repea t
eval uati on was done.

O CT scan he had dense consol i dation of hi S
entire left lung, there was sonme volume los s
suggesting that there mght be a central |esion
However , on bronchoscopy there was no centra |
endobronchial lesion found. So this gentleman wa s
essentially working on only on e lung, his right |ung,
whi ch had been conpromsed by chronic, obstructiv e
pul nonary di sease.

H s oxygen saturation fell from91 to 8 7

percent with mninal exertion, and at this time he wa s
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started on hone oxygen therapy at 2 liters per mnute
for his shortness of breath. Hs nedications at the
time he entered the trial: he was using M5 Gontin fo r
hi s around-t he-cl ock pain; he was using Percocet for

hi s breakt hrough pai n; he was al so taking Predni sone
for his rheumatoid arthritis; he was al so on D goxi n;
he had been sw tched to Heparin because he had fil ed
the Counmadin therapy; and was also on these othe r
medi cations includi ng Lasi x.

The slides are a little out of order; I
apologize for that. Now, after that evaluation fo r
progressi ve dyspnea and bei ng started on hone oxygen
therapy, he entered a titration trial on February 29t h
starting at a dose of 200 mcrograns. By 3/2/96 his
dose had been increased to 600 m crograns, and betwee n
6 and 7 o' clock in the norning he took 3 units.

Later on in the day he took two 80 O
mcrogram units with slight relief of breakthroug h
pain, and later on in the day took a 1200 mcrogra m
unit and reported lots of relief within 15 mnutes
So this is an exanple of a patient who was bein ¢
titrated at hone, increasing his dose.

Now, he had developed over this day |,
increasing shortness of breath throughout the da vy

wi thout a clear tenporal relationship to taking hi S
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he took a 1200 mcrogramunit with lots of relief at

30 mnutes; he took anot her one at 0900, and descri be

during this day that a shortness of breath that ha

88

started earlier, was again pro gressing, again wthout

a tenporal relationship to his OIFC
At 10: 30 in the norning his dyspnea ha

progressed to the point that his wife felt that sh

shoul d take himto the energency room and the patien

died while traveling to the hospital. Th

investigator felt that this patient's death was due t o

respiratory arrest secondary to netastatic lun
cancer, and felt just because he had recently bee
started on OIFC, that it could possibly have bee
related to the study drug.

Now, if we ook at the w thdrawal s due t
AEs and the serious adverse events in the long-ter
trial it's inportant to renenber, now these ar

patients that have already been titrated; they'v

e

already found a successful dos e. And as Dr. Portenoy

poi nted out, there was just a handful of w thdrawal s

due to adverse events that woul d be considered relate d

to OIFC
But in these patients who had bee

successfully titrated there were no serious AEsS that

n
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can be considered, possibly or even probably rel ated
to OTFC A so notice that 31 patients died during th e
long-term trial. Again, these are patients wit h
cancer; their disease progressed.

But the point here is also that thes e
patients were able to use OFC not only during th e
act i ve phase of therapy, but were often able to us e
OTFC as their disease progressed, right up until the
tinme of death.

Now |I'd like to switch and talk about th e

=}

opioid non-tolerant patients that were included i
this NDA Now, it's very inportant to understand tha t
the risk profile is different in these non-tol eran t
patients. These patients have not had an opportunity
to develop tolerance to sonme of the opioid sid e
effects.

Now, the nost clinically-inportant sid e
effect obviously, is respirato ry depression. Wereas
it's possible for a chronic pain patient to be o n
grans and grans of norphine a day and not suffer any
respiratory effects, in opioid non-tolerant patients
we expect to see dose-dependent respiratory effects.
This is a common property of all opioids.

I'd also |ike to point out once again that

in the post-operative patients, 45 percent were 0 n
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concurrent |V Mrphine at the sane tine they wer e
taki ng those OTFCs. So two potent nu-acting opioids
was not always easy to distinguish, which mght b e
causi ng an effect.

Now in the volunteers we didn't have thi S
conplication of concurrent nedications, but thes e
patients also were not in pain , which nay al so affect
their susceptibility to opioid-induced respirator y
ef fects.

Vell, what did we see? These are th e
adverse events that were seen in the post-op patients
-- and again, these are patients who were receivin ¢
OTFC, these are patients who received placebo in the
Mor phi ne sparing studies, and these patients receivin ¢
|V Morphine then, were in the relative potency assay.

And what we notice is that incidents o f
nausea of 57 percent, and of high clinically-di agnose d
hypoventilation of 18 percent that's higher in th e
placebo group in the OIFC, is probably again ,
refl ective of the fact that these patients were o n
anot her potent opioid.

Let's focus a little bit on respirator vy
effects because again, this is the clinically nmos t
inportant side effect that we're interested in
Twel ve percent of the patients were diagnosed wt h
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cl i ni cal hypoventil ati on, ei t her because the vy
desaturated or the respiratory rate was | ow

And if we break down these patients and oo k
at where this hypoventilation occurred, nost of I t
occurred in the 800 mcrogram dose of strength - -
whi ch perhaps is not surprising seeing the dos e
response that we'd expect. And these were the tw o
patients -- the only two patients of this study that
recei ved Nal oxone.

And again, as | stated earlier, the protoco |
called for giving these nedications every six hours or
every four hours for exanple, and not on a PRN basis.

If we turn to volunteers now and focus o n
respiratory effect we sawon v olunteers, again we saw
an incidence of clinically-dia gnosed, hypoventilation
of 40 percent -- diagnosed by whether their oxyge n
saturation fell, whether the respiratory rate fell, o r
whet her they required pronpts to breathe, to support
t heir oxygen saturation.

And if we look at successfully increasin g
doses we see that the incidence tends to increase
The sane is true if we look at the nunber o f
volunteers that required suppl enental oxygen. Now
none of these patients require d Nal oxone, and usually

t hese desaturations -- especially at the | ower doses
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br eat he.

In summary then, we |ooked at 257 chroni

pain patients that were opioid tol erant. V¢ used ove

45,000 units in these patients for up to 423 days
The elderly were well represented in this trial, and
OTFC was looked at in all stages of diseas
progression -- when patients were relatively activ
and as they developed debilitating disease an
eventual ly died.

The nost common treatnent-rel ated AEs that
we saw are those expected of opioids, nanely nausea,
sommol ence, and dizziness. And in our opioid non
tolerant patients what we saw was expected dose
dependent, respiratory depression.

Now, because we have not determned a safe
and effective dose for wusing OIFC in the post
operative pain environnent, we are recomendi ng that
there be warnings in the black box that the use o
OTFC is contra-indicated for the treatnent of acut

pai n or post-operative pain.

92

o

-

VWl 1, this then, concl udes our di scussion o f

our clinical program a very conprehensive progra

that included pharnacoki netic studies in volunteers -

m

for exanple, to denonstrate do se proportionality. W
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also had studies in a very defined popul ation -- a
controlled environnent of |ower abdomnal surger vy
post-operative pain, to |look for dose response effect s
and to assess the relative potency.
And in our cancer pain trials we felt that

it was very inportant to study these patients at hone

in the outpatient environnent. Now, we all kno w
there's sonme limtations to doing trials there. Thes e
patients are ill; there are limtations to how muc h

dat a you could ask themto collect. However, thes e
patients were able to rate pain intensity differences :
pai n relief changes.

VW were able to denonstrate that Actig™
provides significantly better pain relief than placeb o
after using a titration protoc ol very simlar to what
we wll be recoomending. 1In other words, start |ow
Start at 200 mcrograns. You can use nultiple units
for an episode but if you require nore than one unit
you shoul d go up by one dose of strength.

And in the other studies that we did we also
had a conparison to the patient's typical breakthroug h
medi cati ons. These were open-|abel conparisons, but
the differences that we see were highly significant.
It appeared that Actig™ was providing nore pai n

relief sooner.
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At this point | would nowlike to introduce
Dr. dair Callan of Abbot Laboratories who wl I
di scuss our Ri sk Managenent Program

DR CALLAN Good norning. Pr  of essor Downs
and nenbers of the Advisory Panel, it is a grea t
pl easure for me to be here today to discuss with you
the R sk Mnagenment Program that is a very ke vy
conponent of this product.

As you know, nost of you, | amthe Vic e
President of Medical and Regulatory Affairs for th e
Hospital Products D vision of Abbott Laboratories, an d
Abbott is very pleased to be collaborating wth Anest a
in bringing this very inportant product to th e
mar ket pl ace.

V¢ need to renenber that all o pioid therapy
benefits conme with potential risks. And we hav e
focused particularly with this product on the issues
concerning child-safety, opioid non-tolerant patients ,
and di versi on and abuse potenti al .

Chil d safety has been a ngj or factor in our
consideration of this product fromthe start because
we're aware that this is, as we have heard ver 'y
el oquent testinony from some of our patients, thi S
could be considered a precious product for the cancer

patient.
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It is providing themthe ability to re-ente r

into their regular life, to gain back sonme contro |

over their life, and for that reason we are determne d
to do whatever we can to nake sure that this product

that is so valuable, continues to be available t o]

cancer patients who need it by maxi mzing the safety

-

attent ion to prevent the abuse by children or othe
peopl e.
W also realize that it is inportant t o

m ni mze the potential for product msuse, and ou

-

goal with the program the inn ovative R sk Managenent
Program that we have developed in conjunction wt h
Anest a, wll provide appropriate child safet vy
protections, enphasize the approved indication for th e
marketing of this product, and mnimze diversion and
abuse.

And one of the reasons that | am her e
presenting this R sk Mmnagenent Program is t o
enphasize to the commttee and to the FDA th e
importance that Abbott Laboratories places on thi S
R sk Managenent Programand the commtnent that Wwe ar e
maki ng to make sure that it is enforced.

The potential msuse, or the actual m suse
of any opioid by a child is indeed a very seriou s

situation. And as |'ve said already, we are takin g
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several steps to focus on preventing the ability o f
children to get at this product. Abbot and Anest a
hope to becone leaders in the education of peopl e
about the dangers of drug m suse or accessibility, an d
particularly in the hone.

And we can use this product as an exanplet o
establ i sh standards for safe, education, or attention
to educati onal conponents t hat will draw attention to
both patients, caregivers, and anybody else who' S
invol ved with using opioids or other strong nedicatio n
that should not be accessible to children.

V¢ have taken particular steps to nake sure
that this particular product is available only i n
chil d-resi stant pouches that cannot be opened b vy
children. This has allowed us to enphasi ze the need
to keep nedication out of the reach of children and i n
fact, we have put together some words that denonstrat e
the product, which are up here behind you. Maybe at
the break you could have a |l ook at them

But represented there is each individua |
pouch whi ch represents one dosage unit, and onthat it
clearly states, keep out of re ach of children. Those
pouches go into a box and the box also states that it
shoul d be kept out of reach of children.

V¢ al so have devel oped educati onal material s
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that will be directed at both clinicians

including thei

r caregivers, that enphasize th

i nportance of keeping this nedication out of

of chil dren.

The fact that we have devel oped nmultipl

dosage strengths is another safety factor.

is to nmake sure that an individual unit
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and patients ,

sufficient to control a patien t's pain, so that there

will not be the opportunity to partially consune

unit, put it asi

The patients are clearly

once they have

epi sode of pain,

de and use it |later.

conpleted using this unit

that they are to dispose of it, and

they'r e given instructions on how to do that. An

there are clear

provided in the patient care

and repetitive disposal instructions

them plus the aids that are being handed out in the

counseling they get from their physician

product is being prescribed.

VW have these three | abel s
through all the materials that

association with this product,

insert, the patient package information insert, all o

t he educati onal

to you

nmaterials, the | abeling as

e
the reac h
e
Qur goal
will b e
a
instructed tha t
for on e
d
nformati on that we give
when th e
pretty frequentl vy
have been devel oped in
i ncl udi ng the package
f
I ndi cat e d
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And these are -- well the first one is a
pretty standard one that says, "Keep this and al I
nmedi cations out of the reach of children". W als o
have, particularly in the pati ent infornmation insert,
"Be sure to keep Actiq™ away from children. Acti g™
contains a strong nedicine in an anount that coul d be
life threatening to a child".

And al so we frequently warn pa tients not to
| eave unused or partially used Actiq™ in places where
children can get toit. And again, the enphasis is o n
teaching patients to dispose of the unit as soon a s
t hey have conpleted using it.

The disposal information is as you see here .
It is pretty sinple to get rid of Actigq™ by just
holding it under warm water and it very quickl y
di ssolves and drains downh the sink. And then they're
instructed to throw away t he handl e.

They're also instructed to dispose of an vy
Actiq™ as soon as they no longer need it, and agai n
they're remnded not to | eave unused or partially use d
uni ts in places where children or pets could get t o]
it.

Prevention -- the patient and caregive r
education focuses very heavily on this too -- th e

i nport ance of not allowing children to get near th e



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

99

product. There is a conprehensive instruction progra m
that has been devel oped for the physicians to use whe n
they're prescribing the produc t for the patients, and
their office staff are also go ing to be instructed to
make sure that they enphasize this aspect.

The patient education materials |'ve alread vy
menti oned. The pharmacy counseling -- when th e
patient goes to get their prescription filled fromthe
phar maci st, the pharnaci st has been asked to do sone
additional counseling to nake sure that the patien t
understands the seriousness of this product an d
recognizes the responsibility of keeping it unde r
control

And we did hear fromone of the patient s
this norning that he is very ¢ onscious of the need to
keep opioids out of the reach of his grandchildre n
when they cone to visit them

There's also a warning, again as I'v e
menti oned, on the dispense pharnacy package, in th e
patient instructions, and on the pouch which is th e
poi nt of use for the patients.

And this nay seem repetitive, but we ar e
repeating this so nany tinmes because we want to ge t
the nessage across that this is a product that is a

strong nedicine that coul d cause problens for childre n
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if they inadvertently get into it, and that it i S
everybody's responsibility to nmake sure that tha t
doesn't happen.

|f we conpare what we have done with Actig™
in an effort to protect it from children getting at i t
to the currently schedule Il oral conpounds that are
out there on the narket, the f irst point | would |ike
to point out to you is that Actig™ is always
di spensed in child-resistant packages, whereas th e
other oral products, this is an optional feature. No't
every pill conmes in a child-resistant product; no t
every oral liquid comes in ac hild-resistant package.

Each unit of wuse of Actig™ is chil d
resistant, whereas with the oral products that's not
true. W believe that if a child consunes Actig™
it's easier to detect that then an oral produc t
because of the fact that the unit is on a stick an d
the stick is visible.

W also have provided, again, patien t
instructions detailed to alert the patients of their
responsibility to keep this out of the reach o f
children; and with child-safe warnings on each uni t
and the bl ack box warning that we have -- and | wl|
describe in nore detail -- is present for our product

but not for the current schedule Il oral products.
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W' ve al so strengthened the la nguage in the
package inserts. Instead of a gentle word such a s
"should" or "should not" we're putting in a muc h
stronger word which says "nmust" or "nust not"
associated wth prescriptions. And as you hear d
earlier, if this unit is chewed there is not a n
increased risk of toxicity with Actiq™ whereas there
is for sustained orals.

The second -- so that sunmariz es all of the
steps that we have taken to nake sure that childre n
are protected frominadvertent use of this product :
and we believe that we have a very strong program
unl i ke any ot her conpound t hat is currently avail able
that is going to heighten the awareness of th e
clinician as well as the patie nt and the caregiver to
the dangers of this drug if it's not used correctly.

Moving on the possible msuse in opioid
non-tol erant patients, the fir st risk managenent part
of this is the package l|abeling -- the produc t
| abeling -- which clearly indicates that this is a
product that's for use in opioid-tolerant patient S
only. It is specifically contraindicated for post -
operat ive pain or for acute pain, including post -
operative pain, and this is stated in the black bo x

war ni ng.
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And again, the use of the "nusts" in lieu of
"shoul ds", and the black box warning I wll show you
in detail what we have proposed there.

That Actig™is indicated for the m anagenent
of chronic pain, particularly breakthrough pain, i n
pati ents already receiving and who are tolerant t o]
opi oi d t herapy.

Because seri ous or life-threatenin g
hypoventilatio n coul d occur, Actig™ is
contraindicated in the managenent of acute or post -
operative pain. This product mnust not be used i n
opi oi d non-tol erant patients.

Appropriate patient selection and access is
our key objective as we nove into our pronotiona |
program The pronotional efforts will be focused on

physicians who treat cancer pain, but we will als o

=}

educate physicians in the general physician popul atio
or others who mght be in the position to prescrib e
opi oi ds, to di scourage inappropriate use.
The target clinicians that we are going to

focus our pronotional efforts on include those tha t
are treating cancer pain right now, which are th e
Heni Oncs and cancer pain specialists, and we wll also
be supporting -- targeting our educational efforts on

their nursing support staff.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

103

At launch we will have a very conprehensive
educational program which wll include direct nai I
information that we will send to themdetailing what
the product is and what the sa fety issues are. There
wll be an electronic instructional programwhich wl I
i ncl ude continuous education credits, which would be
one way of nonitoring who is taking the program

Ve will nake a CD ROM avail abl e which will
have all of this information to be sent to ever y
physician that we anticipate will be prescribing the
product. Ve will have information on the Wb sit e
which will be available to these physicians.

Ve wil | have pr of essi onal journa |
suppl enents which will have articles detailing wha t
the product is and again, enphasizing the need to be
careful withit. And synposia which have already bee n
conducted for the last year will continue at | ocal :
state, regional, and national neetings.

And there will be conplenentary prograns for
all of the pharnacists, the nurses, and patients
i ncluding their caregivers.

For those who are also identif 1ied as opioid
prescribers but are not necessarily dealing wit h
cancer pain, we wll be sending educati onal letters on

the appropriate use of this drug and will enphasiz e
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the warning information and will nake the electronic
prograns that we develop also available to thems o
t hey can continue to be educat ed.

The pharmacist is going to play a key rol e
in preventing msuse or inappropriate prescription fo r
this product. W have develop ed specific educational
prograns for them including special synposia fo r
retail chain pharmacists who d on't usually attend the
prof essional neetings where a ot of this infornation
IS presented.

The fact that this will be a schedule | |
drug will nmean that it will get particular attention
or any prescription will get particular attention fro m
t he phar maci st.

Conputer systemremnders and controls are
another option we have. V¢ expect that when th e
pharmaci st enters the prescription for Actig™into
the conputer, this should also cone up that patient's
record should indicate that that patient is already on
opioid therapy, and if there is no such record th e
pharmaci st will be expected to contact the physician
to make sure that the prescription is in fact
appropri ate.

And we are working wth a systemwhere ther e

will be a pharmacy software programthat, when the vy
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enter in the name Actig™ a warning nmessage wil |
autonatically cone up on the s creen saying, check for
ot her opioid prescriptions.

The warnings on the shelf carton of th e
pharmacy wll also be a remnder that this is a
schedule Il drug and that it needs to be kept out of
the reach of children. And the pharmacist wll play
an active role in counseling t he patient, making sure
that the patient understands w hat the prescriptionis
and how they should be handlin g the drug and how t hey
shoul d be disposing all this when they conplete use o f
it.

The patient is the final step in preventing
m suse. And again as | said several tinmes, th e
educational materials will detail how this should be
used by the patient and dispos ed of. Patient package
insert actually has a statenen t in there that says --
remnd the patient that thisis a strong nedicine tha t
should only be taken if they'r e already on opioids or
other strong nedication. And if they are not on such
strong nedi cation they should contact their physician
before they actual ly take the product.

And again, the warnings on the pouch and th e
shelf carton will remnd them and the counseling tha t

they're going to get at the ti me of the prescription,



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

106

or at the tine that they pick up their prescriptio n
fromthe pharnacist.

Movi ng on to preventing diversion or abuse
-- and again | have to remnd everybody that al I
opi oi ds have abuse potential and this is not a produc t
that is any different fromthat. But the fact that i t
is a schedule 11 drug wll provide additiona |

accountability and control, and the abuse liabilit vy

assessment i nvol ves bot h phar macol ogy an d
availability.

And just to remnd you what a schedule | |
status for a drug entails: it's a very restrictiv e

schedule; no refills are all owed when these products
are prescribed; there's limte d, if any, tel ephone or
fax prescriptions invol ved.

The pharnmacist is required to ensure tha t
there is a legitimate nedical purpose before h e
di spenses a schedule Il prescription that he receives
And there are al so onerous record keepi ng requirenent S
and inventory requirements to make sure that there is
no unaccount ed-for drug.

The speed of onset and duration of actio

=}

affect abuse liability of any drug that has thi S
potent ial, and Actig™ has a speed of onset that does

in fact, favor abuse potential conpared to ora |
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opi oi ds, but however, the short duration does mti gat e
the use to naintain addiction.

And just to summarize for you the differenc e
of the profile between Actiq™ versus other schedul e
Il drugs, it's in the mddle between the speed o f
onset -- IV being the nost rapid and oral being th e
slowest -- and the duration of action -- IV bein ¢
shorter than oral.

G her options that help to dimnish abus e
potential is the accessibility , and again, because it
is a schedule Il there are restrictions to it s
accessibility.

The other point to notice is that patients
who are rece iving Actig™ or being prescribed Actig™,
are already involved with schedule Il drugs -- an d
that's another point to make a bout the fact that it's
comng into these patient's homes. These are patient s
that are already involved with opioid drugs and have
| earned how to deal with themin their hone.

The cost of Actigq™ is going to be nor e

expensi ve than Morphi ne equi valent and this can be a

deterrent to sonmebody who wants to abuse it. Th e
packaging itself -- as you will see when you have an
opportunity to look at it -- it's relatively bulky an d

it's very obvious; it's not easy to hide. And th e
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i ndi vidual units are going to be audited and counted
and if any of themdisappear it will be noticed.

And the fact that it takes 15 mnutes o f
consunption for naxi numeffect and the obvious handle
are other areas that can protect against abuse.

Now this slide is a busy slide and your eye
chart for the norning, and it summari zes what we have
done in the risk managenent programto prevent agains t
possible risk. The three colums here are the three
risk areas that we have focused on, mainly: the chil d
accessibility -- protecting against it; the use inthe
opi oi d naive patient; and diversion and abuse.

And down on this side you wll see the plan
elements that | have discussed, that shows where i n
this risk events these elenent s are focused. And you
can see that for all of them the plan elenments reall vy
addres s the possible risk exposure and how to avoi d
it, the package insert has the black box, the patient
package insert, the carton warnings, the produc t
war ni ngs.

The child-resistant pouch and the handl e
design, while they address the child accessibilit y
nore than the opioid naive patient and di version abus e
-- but the fact that it is in a resistant pouch wl

indicate that it's different; the schedule | [
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cl assification, the educati onal materials, th e
conput er system and the counseling prograns.

W have what we call a quality assuranc e
program which is really our vigilance program and how
we're going to nonitor howthis drug is used. There
are a variety of surveillance prograns that we wll be
usi ng, including national databases such as the NDTI
and the NPA which are prograns that routinely trac k
how drugs are being prescribed, who's prescribin ¢
them what the diagnosis is.

And through looking at this in a quarterly
basis and an annual basis, we can determne whethe r
i nappropriate clinicians are prescribing Actig™

Qur adverse event reporting system is a
systemthat alerts us if there are any adverse events
that are being reported and whether the product i S
being used <correctly in those adverse even t
situations. The off-label use is sonething that can
be picked up in the databases that | nmentioned -- the
adverse event reports that | m entioned -- but it also
w Il be picked up in our nonitoring of our sales.

Ve will be able to tell where this product
is being sold, which whol esal er is sending it towich
pharmacy, which pharmacy is sending it to whic h

physician, and if there's any indication of off-Iabel
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use we'd be able to pick it up pretty quickly.

Acci dent al exposures wll be picked u p
through the adverse events system and also throug h
communi cation with our medi cal comuni cati ons group.

The issue of diversion and abuse, we will be relying
on the current systens. This is not sonething that w e
believe will be a major issue for this product.

But with all of these surveill ance prograns
we wll be doing continuous audits and makin ¢
adjustnents as necessary to labeling educationa |
prograns, and we will be also nonitoring very closely
the pronotional activity of our sales force to nak e
sure that they conply with how this product is to be
det ai | ed.

And just to give you an exanple, if it" s
determined that Actig™ has being used for post -
operative pain, for exanple, w e would be very quickly
able toidentify the sites of possible m suse by goin g
to the drug whol esal ers, finding out where they have
sent it, to which physician.

And that finding those physici ans nmaybe are
surgeons or not Hemi Ohcs or cancer specialists, and we
wll contact those that we have identified as possibl e
msusers of the product, and wll reinforce th e

indications and contraindicati ons for the product and
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thi s product.

up as needed.

Any ti
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re-enphasi ze that the treatnent o f

pain would be a contraindication fo r

And we will pro vide additional follow

nme we becone aware that there is a

possi bl e msuse situation, we will be sending a SWAT

team if youwll, intothe area to determne what th e

problem is, who

m sused,

and init

is msusing it, why it was bein g

i ate whatever steps is needed to nak e

sure that this situation is corrected.

Ve wl

| even, if we identify a group tha t

are using this inappropriately who shoul d not be using

it or who do not agree to abide by the way that it's

bei ng desi gned to be used and | abel ed as such, we wl

even refuse to sell or to distribute the product t o]

t hose peopl e.

Ve will do whatever it takes to nmak e

sure that this drug is used as indicated.

So in

summary, Abbott and Anesta ar e

commtted to executing an innovative R sk Managenent

Progr am t hat

managenent

really goes beyond any other ris Kk

programthat we are aware of. And the goa |

of this R sk Managenent Program is to protect th e

availability of

need it,

Actig™ for cancer patients who d o

and strongly deter product m suse.

And |

bel i eve Steve, you're going to
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sunmari ze.

DR SHCEMAKER As a final summary, what |
would like to do nowis give you an idea of what our
position is on the questions t hat have been presented
to you by the FDA The first issue is, does th e
expected benefit and the inten ded clinical population
outweigh the risk of accidental injury inherent i n
this product? And we think the answer is yes
A early, breakthrough pain represents a | arge, unnet
clinical need, and Actiq™ has been proven to b e
effective and safe in neeting this need.

VW also believe that it's very inportant to
have a ri sk managenment program , and we've devel oped a
programthat provides aggressi ve safeguards to reduce
risks in three najor areas: accidental injury t o]
children, msuse in opioid non -tolerant patients, and
al so addressing the risk of diversion or abuse.

Next question was whether the clinica |
effect denonstrated in 200/013 -- now, this was th e
trial where there was an open titration followed b vy

the placebo conparison to OTFCin a  blinded fashion -

was the clinical effect there -- does that represent
asignificant clinical effect? And we believe that i t
does.

For exanple, when we asked pat ients to rate
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the gl obal performance of OIFC at a tine when the vy
coul d integrate both the analgesic effects and th e
potential side effects, these patients were tellingu s
that OTFC perforns significant |y better than placebo.
And in addition, in the open | abel conpari sons when w e
asked them to make that same conparison with thei r
previ ous breakthrough nedicati ons, again, with highly
significant P values, OFC was rated better than thei r
usual medi cation

In addition, when we ook at patients wh o
are eligible to enter the long-termsafety trial, 92
percent chose to continue on Actig™ and not return to
their usual breakthrough pain rmnedications. Nowto be
fair, we were giving them Actiqg™ and they didn't have

to pay for it, but in addition, we did ask themt 0]

=}

fill out diaries once a day and they had to be i
contact with their physicians at | east once a nonth.

VW' ve denonstrated that the speed of onset
is rapid, and we feel this is an inportant advantage
in treating breakthrough pain. And we also believ e
that in study 011 -- this was the titration blinde d
trial in the patients on oral opioids -- that we d o
have evidence in this controlled trial of a dos e
response.

Anot her question was whether the sponsor has
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adequately identified a rational approach defining th e
appropriate dose. Now, we rea lize that the titration
screening that we outlined in the package insert i S
perhaps not as clear as it sho uld be. Wat we'd Iike
to do then, is have you consider a revised schene.

Now, the goal of this titration scheneist o
determne the mninum effective dose that provide s
safe and adequate anal gesia using a single unit. So
this approach is simlar to the one that was studied
in the 013 trial.

In other words, everybody shou |d be started
at 200 mcrograns. |If youtak e this initial unit and
you don't get adequate pain relief after 15 mnutes - -
15 mnutes after you ve finished consunption - -
consunption takes about 15 mnutes, wait another 1 5
mnutes -- you shoul d achi eve the maxi mal effect.

If you haven't achi eved adequate painrelief
you coul d take another unit and you could take up to
three units. MNow, if you find that consistently you
need nore than one unit to tre at an episode, then you
woul d go to the next higher dose.

For exanple, if you were at 200 you would go
at 400; if this happened at 600 you would go up t o]
800. This then, is the schenme that we woul d

r ecommend.
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And finally, the question that 's been posed
is whether the sponsor's R sk Managenent Plan i S
adequat e. Vell, we feel that this plan provide s
aggressive safeguards to prevent inappropriate use
And again, we're specifically addressing issue s
related to accidental access by children, the use of
opioids in non-tolerant patients, and to address the
issue of the risk of diversion or abuse.

Again, we feel that the benefits of Actig™
outweigh these finite risks and we believe that w e
must keep these cancer patients in mnd. Ve nus t
renenber that these patients are |living at hone, often
experi encing severe pain, and we believe that Actig™
shoul d be nmade avail able consi stent with other potent
opioids that are already in the hone.

Vell, wth that, that ends our discussion.
Thank you.

CHAIRVAN DOMNS:  Thank you. Let's take a --
|'mgoing to shorten the break period to ten m nutes
since we're pretty well behind schedul e now, and I
wll ask that everybody be prepared to be back here i n
ten mnutes; that will be at a quarter-till-the-hour
according to ny watch. 1'd like the nenbers of th e
commttee to pl ease consider any questions you m ght

have as soon as we return. Thank you.
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(Wher eupon, the foregoing matter went off
the record at 10:35 a.m and went back on

the record at 10:47 a.m)

GHAIRVAN DOMNS: 1'd i ke for the commttee

at this tine to consider questions for the sponsor
The sponsor, especially the speakers this norning
would be prepared to cone to a mcrophone that'
accessi ble, | would appreciate that.

Menbers of the commttee, do you hav
questions of the sponsor? Dr. Pal ner?

DR PALMER I was wondering about th
| abeling -- if the patient |abeling and instructions

have been rated in terns of what kind of grade yo

have to be able to read at in order to conprehend the

| abel i ng, especially the pouch | abeling; and whet her

or not there's been any consid eration of sone sort of

synbolic labeling as well as the print |abeling t
addr ess the question of people who really can't o
don't read.

CHAl RVAN  DOMNS: A sponsor, soneone t
respond? Dr. Callan.

DR CALLAN  Yes, Dr. Palnmer. I'm d ai
Callan fromAbbott. W do plan to nake sure that thi
patient | abeling is understandable at relatively | ow

grade level, probably. W have not yet tested it
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it"s not final, but we will ta ke steps to ensure that
this can be understood by any patient that is |ikely
to be using it.

And we have consi dered the use of graphics
as you suggested, but again, no final decision ha s
been nade on that yet.

CHAl RVAN DOMNS:  Yes sir?

DR. ROTHSTEIN Dr. Rothstein. GCould yo u
define for nme a little better what a chil d-resi stant
pouch is. Has this in fact, put -- have you gone to
a day care setting to see how long it takes for a
group of kids to open it and what tools they need ?
The reason |I'm asking, this product -- at leas t
theor etically -- has the ability to change th e
epi dem ol ogy of chil dhood poi soni ngs.

Since nost chil dhood poi sonings tend to be
toddlers, tend to be picking up pills or being fe d
pills by siblings. This now has the potential to a t
least, open it to an older group of kids. A what ag e
can they get into the packet a nd what do they need to
do it?

DR @GOD Yes, this package was tested --
I'msorry, I'mSteve Good with Abbott. The packagi ng
was submtted to Associ ated Testing Labs which is an

approved agency of the Consunmer Product Protectio n
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Act, 16 CGFR 1700, and it did pass. And children up t
the age of four were part of the study.

DR ROTHSTEI N Can you translate that
What is 16 -- how long does it take a child to ope
it? Can a 2-year-old open it; can a 6-year-old open
it?

DR. GO Wwell, they're instructed -- i
the first five mnutes they're asked to open th
package. Then after the first five mnutes they'r
shown how to open the package with scissors bu
they'r e not given scissors. They're told that the
can use their teeth.

UN DENTI FIED. Can you see thi s to descri

this data?

118

be

DR QD Yes. Down inthe area of the 20 0

children tested, that's part of the protocol, th
first five mnutes there were two failures, which is
still within the acceptable [imts. The second five
m nutes they are shown how to open the package wit
scissors; again, they're not given the scissors t
open it. And this is tested in day care centers.

DR STRAIN This is Eic Strain fro
Hopki ns. If you could just clarify, what's the ag

range? Wiat are the age of the children that ar

e

e

e
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doi ng this?

DR QD Wto, | believe it 's 51 nonths.
| can doubl e-check that.

CHAl RVAN DOMS:  Yes?

DR MNCHOAS. Laura MNcho las, |I'malso
with the Drug Abuse Commttee. Do you have any data
on the patients who were in, for instance, the |ong-
termstudy, who opened the pac kages prematurely? For
instance, they didn't want to have to worry abou t
finding the scissors or whatever, when they ha d
br eakt hrough pain, so they kept two or three of them
open?

DR SHCEMAKER Ve don't have any evi dence
that that occurred in our trials. Mybe during th e
break we can check with sonme of our investigators to
see if they know anything about that. But that wa S
not reported in any of the patients in the trial.

CHAl RVAN DOMS: Dr. His.

DR ELLIS: John HIlis, Chicag o. In follow
up to that, | wonder if, when people have to pay for

this, if they will nmanage it differently; that is :

pati ents fromthe way it's recommended. |f peopl e
will choose to use -- if the 1600 mcrograns cos t
tw ce what the 200 m crograns, | coul d see physi ci ans

saying, get the 1600 and lick it twice, sort of thing
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based on how the pricing is done. Because | inmagine

in these trials people are given the nedication free

of charge and probably very responsibly able to ge

what ever dosage was necessary.

DR SHCENVAKER Yes, | understand you

question. That's a very inpor tant consideration, and

d nore likely

t

r

although the exact pricing scheme hasn't bee n
determned yet, we want to ensure that there are not
incentives to prescribe a higher unit and to partiall y
consunme that unit. So the higher doses will be price d
hi gher than the | ower doses.

DR PATT: I'dlike to nake a coment. [|I'm
Richar d Patt, MD Anderson Cancer Center. | woul d
say that patients were very concerned about chil d

safety, and | think if there's atie, and if patients

understand that follow ng the instructions nean bette

safety, that they wll

followthe instructions.

r

aHAl RVAN DOMS:  Down at the end soneone ha d

thei r hand up.

DR RAGHAVAN Derek Raghavan, Los Angel es.

|'d like to ask a detailed que stion about the conduct

of the trials. Looking through the participants t

the various trials,

It

| ooks |i ke between 30 to 4

(0]

0
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percent of your investigators only entered | ess than
three -- three or |ess patients.

I'd |i ke to ask, what do you think that' s
done to the quality of the data, recording of sid e
effects, follow ng the protocol ?

DR SHCEMAKER Wl I, first of all 1'd like
to point out that doing this type of trial is ver y
difficult. W were trying to recruit patients who ar e
concer ned often about other things going on such a s
active treatnment of their cancer, and we had t o
exclude patients that were undergoi ng active treatnen t
because that woul d have affected their pain scores.

So first of all we had to have patients who
had noderate to severe pain, that were relativel y
heal thy during the initial phase, so they could fill
out diaries. So it was very difficult to recrui t
patients which is why we had t o0 use a | arge nunber of
sites.

And | don't know, this nmay be typical o f
what happens in sone cancer treatnent protocols, wher e
actually there's sonetines so few patients tha t
sonetine sites only recruit on e or two per site. But
again, the fact that there's a |l ot of sites relatest o
how difficult it is to do this type of trial ina n

out pati ent environnent.
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Dr. Portenoy, maybe you could add from your

experience as a pain researcher?

DR PORTENOY: |I'mRuss Portenoy. | would
just add -- just reiterate what Dr. Shoenaker said
that it's very comon for that to happen i

mul ticenter, analgesic trials; that a portion of site
wll enter very small nunbers of patients because of
the difficulty involved in recruitnent.

CHAl RVAN DOMS: M. CQurl .

M5. CGURLL: | do have a question. | wa
looking at your nunbers and it appears that th

nunbers are not representative of the population a

large, and I'mreferring to ethnicity. Your nunber o

Bl acks and H spanics are not very wel | represented an

| was wondering if you could explain that to ne.

DR SHCEMAKER Vell, | think that's a

unfortunate occurrence. Again , it was very difficult

to recruit these patients. Wat we ended up is takin
a conbination of approaches, by going to the larg
cancer centers such as MD Anderson and Menoria
S oan-Kettering, in addition to busy, private practic
centers. And this is how the data turned out
Fortunately, sone of the other trials such as th
acute pain trials where we were studying th

phar macol ogy, we did have a better representation.

=}
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M5. QRLL: You're saying priv ate practice?

DR SHCEMAKER Yes, sone of t he sites were
private practice. Again, because you need t o
understand that the magjority o f these cases are being
treated as outpatients.

CHAl RVAN DOMS:  Yes sir?

DR RAGHAVAN Derek Raghavan, Los Angel es.
Back to Dr. Shoemaker. |I'mso rry, | don't want to be
pi cky but you didn't answer ny question; you jus t
apol ogi zed for the fact that you used a nunber o f
different investigators. | understand these studies
are difficult. M question was, what did you do t o]
ensure quality of data?

D d you have investigator's neetings, di d
you have educational prograns? Wat did you do t o]
maintain the quality of the data given the fact that
you had to use the nechanism of getting rmultipl e
investigators, some of whomdi dn't put a lot of cases
in?

DR SHCEMAKER  Sorry about that. Maybe |
didn't understand it correctly . But yes, we did have
extensive investigator neetings ahead of tinme. W e
al so included things |like pati ent education videos to
nmake sure that we were giving uniforminstructions as

far as howto fill out the diary, when to start th e
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clock when you took your medication, how to repor t
your adverse events, and so on.

So those were kind of the ways we tried to
control for this problem of the difficulty o f
recruiting patients.

CHAl RVAN DOMS:  Yes sir?

DR MAX Mtchell Max. | have two safety
questions. The first is regarding childproofing; 6-
and 7-year-olds are pretty goo d with scissors and are
interested inlollipops. Ist here any conparisons or
any data about say, the child-resistant tw st tops ?
Aft er what age those are safe and prevent kids fro m
getting in the -- wuld that be an alternative -- a
favorable or unfavorable alternative to this seale d
thing? O course a twist top, once you used -- yo u

could put a partly-used Galet back init.

-

DR SHCEMAKER See if | understand you
question correctly. It's whether it's relatively nor e
difficult or easier to cut a pouch or totwist the ca p
off a pill bottle?

DR MAX  For an older kid who can use a
scissors, what's going to be safer?

DR SHCEMAKER | do not know the answer to
that and | don't know if any of ny colleagues fro m

Abbott who deal nore with pack aging i ssues would know
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t he answer.
DR MAX  Ckay.

DR SHOEMAKER | think that's unknown.

DR. MAX The second question | have i s
about the stiff chest syndrone. |I'm a neurologist but
ny anesthesiological colleagues talk about thi S

phenonenon when you get an |V dose of Fentany |
sonetinmes people can't breathe, they get a stif f
chest, it's very hard to ventilate them And tha t
sounds |ike a scary thing to happen.

Could one of your experts in this comen t
on, at what doses it's been se en? | notice that this
was reported with -- inthe earlier Galet trials in
one subject. Tell us about this phenomnenon.

DR SHCEMMKER I1'd liketole t Dr. Stansky
answer the question, but before he does that | wan t
you to renmenber that the cases that occurred in th e
earlier studies, the chest sti ffness was only seen at
the tine of induction of anesthesia, when the patient s
were |osing consciousness and they were receivin g
ot her nedi cati on.

There has been no reports of chest stiffnes s
in sonmebody receiving just OTFC who's not about t 0
undergo anesthesia. And in our earlier studies | kno w

there's snmall nunbers of "n's", but we gave doses up
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to 5 mlligrans to normal, volunteer anesthesi a
residents who did not devel op problens with chest wal |
stiffness.

But maybe Dr. Stansky would help us a littl e
bit out with sonme of the pharnacokinetic dynam C
I Ssues.

DR STANSKY: Don Stansky from Stanford. |
served as a clinical pharmacol ogy consultant for this
product since it was first conceptualized. | thin Kk
Mtchell, the key thing is the rate of plasma leve |
increase; that with IV bolus injections where you hav e
a very high peak concentration and then rapi d novenen t
of the drug into nuscle tissues, the rigidity i S
reality and nost anesthesiol ogists are aware of that
and treat it.

Wth this product here, the rate o f
absorption is such that your plasma levels increas e
slower and the rigidity has no t been seen as an issue
to the same degree, because it's equivalent of a
slowi sh infusion. And alsoth e -- and so that in the
clinical studies where there's no other adjuvant drug s
being given, rigidity has not been an issue
Respir atory depression can be -- in other words, a s
the plasna levels increase -- but the rigidity that we

typically see with IV bolus has not been seen here
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and | think it's the rate of drug concentratio n
I ncr ease.

DR MAX So you're saying thi s is a nuscle
or local mnuscle phenonenon, and the other thing --

DR STANSKY: Wl --

DR MAX -- what's the lowest dose o f
Fentanyl 1V this has ever been clinically --

DR STANSKY: There's a conbin ation of both
central and nuscle and probably sonme spinal cor d
conponents. And frequently in clinical anesthesia ,
there's multiple other drugs that are interactin g
there that can be a conponent of it. Wereas her e
there would be only the one drug.

CHAl RVAN DOMS:  Dr. McCor m ck?

DR McCCRM &K | wonder if we coul d
el aborat e a little bit nore on this? | guess | wa s
thinking along the sanme lines. There were a nunber o f
patients in these studies report with -- a snal I
number, albeit -- with hypertonia. And | wonder i f
you could explore that with us a little bit.

DR STANLEY: Wth nmu-acting opioids --

CHAl RVAN DOMS: Dr. Stanl ey.

DR STANLEY: Dr. Ted Stanley from Anesta.
Wth nu-acting opioids it probably related to the rat e

at which the drug gets into th e brain and spinal cord
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that determnes whether rigidity is going to occur.

Mor phi ne as an exanpl e, given intravenously
at any dose, just doesn't do it -- doesn't get int o]
the brain fast enough because it's not |ipid-sol uble
enough. Wth very lipid-solub |e drugs intravenously,
this becones reality.

You can see it wth Fentanyl, and su -
Fentanyl, and al-Fentanyl, or rem-Fentanyl. No t
really very possible w th Mrphine; you can't ever say
inpossible. Wth Fentanyl giv en oral transnucosally,
again it's the rate, and it doesn't get in.

Now, when any patient has an opiol d
systemcally on board and another drug is used t o
produce unconsci ousness, be that an intravenous drug
or an inhaled drug, oftentines at the time the patien t
is losing consciousness there is a stiffness that can
be detected. This occurs with Ntrous xide an d
Morphine as well. But it's ab out the tine of |oss of
consci ousness that this can occur.

Since even 5000 mcrograns of OTFC -- whic h
is a huge dose -- in ten volunteers which wa s
originally studied 12, 14 year s ago does not do this,
it would be very, very rare if any dose that is being
approved -- or considered for approval -- coul d

possibly do this, unless anoth er induction anesthetic
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agent was used concurrently.

CHAl RVAN DOMS: Dr. Young?

DR YOUNG I have two questions. Th e
labeling information we were given appeared vagu e
regarding use in pediatric pat ients, and your studies
were limted to, | think, pati ents in their early 20s
-- that was the | onest age. So | was wondering if yo u
were going to be nore specific about use of thes e
drugs in the lay -- in younger patients, or whethe r
you're going to say that it's contraindi cated.

The ot her question | had was whether there
was a need to have any flavor at all associated with
this formulation? | understand it was an issue with
the other Fent anyl t ransnucosal pr oduct fo r
pr emedi cati on and sedati on. But for this one, I s
there a need to have it flavored at all?

DR SHCEMMKER Wl |, maybe | coul d address
your first question about chil dren, first. Actually,
the history of OIFC is interesting because in ou r
first set of clinical trialst he vast nmajority of the
patients were children and they were opioid naiv e
childr en. And in those studies we were able t o
determne that the pharnmacokinetics were simlar t 0]
what we see in adults.

Now as it turns out, in our chronic pai n
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studies we did not enroll children. | think cance r
pain is a problemin children; unfortunately it's not
as well understood. As Dr. Winstein pointed out thi s
nmorning, a lot of the painis treatnent-related, it's
procedur e-rel at ed.

And actually, we have that indication now,
and OTFC has been used to prenedicate before bon e
marrows and |unbar punctures in kids with |eukema
for exanple, who continually have to be staged - -
again, in a hospital setting, in a nonitore d
anest hesi a care setting.

| think the one piece that's mssing right

now i s safety data on chil dren. If there are childre

=}

that are opioid-tol erant experiencing chronic pain, w e
just do not yet have the safety data to make a
statenent. However, we do have this pharnacokinetic
data from before and we do know what happens whe n
opi oid naive children are admni stered OIFC

As far as the flavor issue, nmaybe Pam you
could hel p us out with that one.

M5. KEDZI ERA: ' m Pam Kedzi er a. [''m a
clini cal nurse specialist that works in a pai n
practice at Fox Chase Cancer Center. V¢ were a site
for the study.

M/ job is teaching patients how to tak e
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their nmedications, and one of the things | find nurse s
always challenge to do is how to get the patient t o]
take it. And they often have to put nedicines i n
ot her products to conceal taste.

This particular product has to stay in the
indivi dual's nouth for 15 mnutes. It needs to b e
pal atable to them And oftent ines the other products
that we now have available we find specialists an d
patients and famlies adding to puddings, adding t o]
ot her substances to conceal that taste.

| think the taste is inportant. They may be
using this four tinmes a day. I[t's not a one-tim e
event over the course of their illness, and since it
wll be a part of their lifel think it is inportant
to nake it palatable to them

DR HEDEN John Heden with Ab bott. | just
want to add one other comment to the flavor issue
This was a key thing that we balanced as we wer e
looking at this product in its devel opnent. W e
obviously wunderstand the issue of attractiveness t o]
children, and certainly wth the Acti g™ product
versus the Oral et product, nmade a conscious deci sion
to change its attractiveness, elimnate a red color to
it tomnimze its attractiveness to children.

(he of the things that the com mttee shoul d
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realize is that the drug is suspended in a sucros e
matri x. So even if we took the mnor anmounts o f
flavor that are there that nake it palatable to th e
cancer patient, it would still have a sugar taste to
it; it would still be sweet.

So our balancing was, let's make it a s
unattractive as we can and elimnate -- and make it a s
pal atabl e to the cancer patient as we can, but there
would still have been a sweet taste to it evenif we' d
elimnated the flavor.

CHAl RVAN DOMNS:  Dr. Horl ocker?

DR HROXER 1'dliketoaska little bit
about respiratory depression. Certainly, in you r
post-operative patients there were patients that had
hypoventilation and desaturation, and yet in th e
chronic pain patients, no effort was nade to nonitor
by pul se oxinetry. Really, the only nmonitor we had o f
potential respiratory depression was the report o f
somol ence. So how can you de finitively say that you
have assessed that safety factor?

DR SHCENMAKER Wl I, | guess there's alway s
tradeoffs when you design clinical trials. W fel t
that it was very inportant to be able to do thes e
trials in the patient's hone, and for that reason we

did not have pul se oxineters there. |If we had to --
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DR HORLOCKER There are portable puls e
oxi meters that are about the size of a diskman now
whi ch are very unobtrusive.

DR SHCENVAKER A good point but again
sonetines you're limted in what you can do with thes e
pat i ents. But | guess the other question is, thes e
pati ents are also on other opioids and these othe r
opi oids are causing sedation. But | think it's th e
clinical experience that tolerance to respirator vy
depression often devel ops.

But the other question is, what is th e
clinical significance of this respiratory depression?
And | think we answered that question in that :
pati ents did not get into trouble with respirator vy
depr essi on.

Now, we took this issue very s eriously. W
had a group of four clinicians come in and look a t
every patient who had an AE related to thei r
respiratory system whether it was dyspnea o r
whatever. And also |ooked at patients who had th e
adverse event of sedation. And we |ooked at the dose s

they achieved, the nmaxi num dose they used for a

=}

episode, and tried to figure out, could we fin d
evi dence of respiratory depression?

And perhaps one of those clinicians - -
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either Dr. Walsh or Dr. Portenoy -- could coment
Because they participated in this, in addition to an
anest hesi ol ogi st Dr. Rauck, and a pulnonar vy

specialist, D. Tom Petty from the University o f

Col or ado.

Vel | John, maybe you coul d coment first.

DR FARRAR Ckay. M nanme is John Farrar;
" ma neurologist at the University of Pennsyl vani a

wth aprimary interest in cancer pain managenent. We
were a site for conduct of the trial and enrolled 13
patients into the trial.

VW need to renenber that respirator 'y
depression is a very clear and evident possibility in
patients. Oh our service we see, probably once a
nonth, patients who have difficulty with opioid -
caused, respiratory depression . These are all opioid
nai ve patients in our hospital setting.

In the outpatient setting we daily titrate
people to very high doses of norphine and othe r
opioids with nonitoring on an outpatient basis, with
caregivers and nurses. The use of this particula r
drug presented no additional d ifficulty in doing that
because we were using opioid-tolerant patients.

V¢ have found in accidental overdoses -- no t

wth this drug but wth other drugs; with Morphine in
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particular -- that people can take five and six tinmes
the prescribed dose in a rescue circunstance wher e
they' re having intense pain or where they accidently
take or forget that they' ve taken pills, wthou t
significant respiratory depression.

And by significant, what | nmean i s
clinically inportant where they needed sonet hi ng done
And | think it's inportant to keep that in mnd. The
nmeasuring of the saturation or to saturation, while it
would be interesting from a pharmacokinetic an d
dynam c perspective, would not contribute anythin ¢
additi onally to 20 or 25 years of experience i n
treating patients wth very strong opioids in t he home
setting.

DR PATT: R chard Patt, MD. Anderso

=}

Cancer Center. Just to reiterate sone of that, I
think there was an effort to mmc usual, clinica |
practice; which is comonly using high doses o f
opi oi ds w thout special nonitoring situations.

And 1'd also point out that the pilot o f
care community has come to recognize that in fact :
opioids are typically beneficial for patients wt h
respiratory distress; that by slowing breathing a bit
and increasing ventilatory efficiency that in fact :

mul ti-synptomatic cancer patients generally breath

(¢
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often prescribed specifically to ease air hunger, eve
in patients w thout pain.

But | think the nost inportant thing wa
that there was an effort mmc wusual, clinica
practice of outpatient pain nmanagenent in cance
patients.

DR PORTENOY: I'monly going to add on
t hi ng. | think it's a very inportant issues and i
clinical practice treating patients who have cance
pain, the overwhelmng majority of patients who ar
evaluated for so-called, opioid-induced respirator
problens turn out to have sone ot her process goi ng o
They have a pul nmonary enbolism or nucous plug, o
pneunoni a, or another drug was co-adm ni stered.

And because of the concern that the AE

136

e

=}

n .

reported inthis study may be hiding other issues, may

not be clear enough, the conpa ny enpanel ed this group

of us to go over every single record. And we di
that, and in not a single case did this exper
subcommttee find an AE related to the respirator
system that we could say was opioid-related
respiratory depression.

And |'m basically very secure that thi

drug, when used in opioid-exposed patients, is saf
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fromthat point of view

DR WALSH Declan Walsh, develand Ainic
Cancer Center; | work in the palliative nedicin e
programthere. | just want to support what Russ has
just said about the review of these cases, nunber one .
Nunber two, the generic experience in nmany thousands

of patients is that when opioids, included Fentanyl,

are used correctly, that respiratory is actually a n
unusual event.

And thirdly, | think it's inportant t o
renmenber that the indication that this product i S
intended for, which is breakthrough pain -- rescu e

dosi ng of these people with br eakthrough pain -- that
the existence of that type of pain in and of itself,
isastimilus torespirationa ndis likely to prevent
any inhibitory effect of opioids in that setting. And
that's a wdely accepted principle in cancer pai n
nmanagemnent .

CHAIRVAN DOMS:  On the agenda you' Il notic e
that we have two nore periods for discussion |ater
V' re well behind the schedule right now so |' m goi ng
to stop the discussion at this point and allow the FD A
to proceed with their presentation. If you hav e
guestions of the sponsor please wite themdown s o

that you don't forget them an d we can cover those in
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Ve'l | pr oceed t hen, wth t he FD A

presentation.

DR DCDDAPANEN @ Good nor ni ng

M/ nane is

Sur esh Doddapaneni and | am the reviewn g

phar macoki neticist for this NDA at the agency.

Earlier, sonme pharnacokinetic data on this

product was presented by Dr. Shoenaker of Anest a

Gorporation and in this short presentation I wll try

to bring out sone additional points that were no t

apparent in the earlier presentation.

Actig™ is a lozenge on a stick and i s

designed to be sucked by the patient

so that th e

rel eased Fentanyl dissolved in the saliva is nmeant be

absor bed through the oral nucosa.

However, in practice, sone of the Fentanyl

dissolved in the salivais swa |lowed and the systemc

Fentanyl levels that you see after the use of th e

Actig™ are due to a conbi nation of absor ption through

the fecal nucosa as well as in the gastrointestina |

tract.

And as such, the oral bioavailability an d

the systemc Fentanyl profile will vary dependi ng upo n

the fraction of Fentanyl that is absorbed in the oral

micosa and the fraction that i s swal |l owed

and absorbe d
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in the gastrointestinal tract.

Now, in addi tion to t he infancy
pharmacokinetic availability of Fentanyl, there i s
anot her level of variability that is unique to Actig™
because of its unique node of admnistration. 1In the
clinical trials consunption tinmes of the nmeds wer e
used. And it becomes very inp ortant that the patient
uses the right and consi stent consunption techni ques
in terns of the consunption times, the second rigor,
and the saliva swall ow ng frequency to mnimze both
the inter-patient and intra-patient variability.

For exanple, | think this poin t was brought
out by Dr. Shoenaker earlier. If a patient chews the
| ozenge and swallows it imrediately, nost of the - -
al nost all of the drug is absorbed in th e
gastroi nt esti nal tract, resulting in oral, low r
bi oavailability, |ower peak concentrations, and longe r
times to achieve peak concentrations. In ot her words ,
this will approximate an oral sol ution.

O the other hand, if patients who sucks on
Actig™ relatively rapidly mght have relativel vy
hi gher peak concentrations and relatively higher oral
bi oavai | ability.

Dose proportionality data at single dose s

was al so presented earlier, but that data was in the
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graphical formand here | would like to present th e
sane data in terns of nunbers.

Both AUC and T, increased in an approxi nat e
dose proportional manner at si ngle doses in the range
of 200 to 1600 mcrograns. Wat | would like to poin t
out here is that there seens to be quite a bit o f
variability in the pharmacokinetic paraneters
especially T . Coeff icients of variation seemto be
qui te hi gh.

Now, these are nean val ues and nedi an value s
would be -- are sonewhat lower. Now, what this ma vy
nmean clinically is that at least in sone patients --
and especially in the titration case -- the pea k
effects may not be seen within 15 to 20 mnutes after
the consunption of the first dose, and the patient S
may proceed to consune anot her dose even before they
realize the full effects of -- the full benefits o f
the first dose.

And the final point | would Ii ke to nmake is
that if Actig™ is administered repeatedly at ver vy
short intervals, there's a possibility that it ca n
accurmul ate resulting inintolerable side effects. An d
in study -- | think it's 015 -- effort was nade t o]
find out if this was the case.

A though the data is not presented here, th e
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result s showed that when Acti g™ was gi ven repeatedly
up to doses of 1200 mcrograns every four to eigh t
hours, there was no tendency towards accunul ation
And unfortunately, data from this study was no t
available for the top dose, wh ich is 1600 m crograrns.

However, patients in other clinical trials
did use this dose and reported that they did not have
any unexpected or unusual side effects. Thank you.

DR WRGEHT: |I'mD. Qurtis Wight. | woul d
like to just say for the record that thisis the thir d
time I've had to follow Dr. Portenoy's presentation o f
the sane material, and each tine | do about half of my
overheads go out of ny pack. I'mgoing tolimt m vy
discussions to the things that | think you may want t o
consi der about these clinical efficacy studies.

The clinical trials portfolio included the
phar macoki netic study in cancer pain patients that th e
phar macoki neticist just referred to: the tw efficac vy
and potency studies in the pos t-operative pain nodel;
the 013 study which is the placebo-controlled efficac y
study; and the two titration studies.

It isinportant to note that a considerable
amount of the statistical power of these clinica |
trials cane fromthe fact that they were repeated dos e

studies. In the 92 patients who participated in the
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013 study, they had a potential 644 active dru g
epi sodes and 276 pl acebo epi sodes.

As is usual in cancer pain stu dies, not all
epi sodes actually occurred as planned. Seven pati ent S
withdrew early due to AEs, eight patients didn't use
all ten units in 14 days, two patients were stil I
running at the end of the study, one patient said, |
sinply prefer ny regular rescu e nedication, a patient
had to enter radiotherapy, one patient declined t 0
participate, and a couple of patients consuned their
units within two hours of a previous unit, thus nmakin g
t he data questi onabl e.

Overall, the performance in the trial wa s
quite good in atrial of this kind. N ne percent of
the placebo episodes and nine percent of the OIF C
epi sodes were wunusual, did not occur, or wer e
unratable in the course of the study. So the IT T
eval uation was based on 227 placebo and 505 activ e

treat nent observati ons.

You' ve seen the results of that; I'mno t
going to repeat them | wll offer one point fo r
consi derati on. Most breakt hrough pain on average |,

lasts 30 mnutes or less, and the clainmed advantage o f
this product is that it has fast onset and rapidl y

achi eves its anal gesi a.
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Therefore, especially since nost patient
could use rescue in these studies after 30 m nutes
the cogent tine points are 15 and 30 mnutes -- no
out to 45 mnutes or an hour.

This is a histogramthat attenpts to sho
what actually happened in terns of the subjectiv
response for the patients. The striped bars are the

pl acebo episodes; the black bars are the OIF

episodes. This is a very poor , poor, fair, good, and

excel lent pain relief.

And as you | think, can see, nost of th

pl acebo responses that contrib uted to the differences

between the treatnment groups in the trial, occurre

down in the very poor and poor group. The fair, good

and excel lent responses that w ere differentially seen

for the OIFC, was responsible for nost of th
differentiation seen in the scores.

Looking at that alittle deeper, we did som
exploratory analyses, and this requires a littl
explanation. W defined fully successful as a two
thirds or better reduction in pain, and as |les
successful -- perhaps unsuccessful -- episodes tha
had a one-third or less reduction in pain. A sinple
categorical anal ysis.

Pl acebo success was seen nost frequentl

S

C

e

d

e

y
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with the 200 and 400 -- as mght be expected -- an d
fell off at the higher dosage strengths. OI'FC succes s
renained relatively constant across all the strengths

So a considerable portion of the difference betwee n
the two groups was seen out at these higher dosag e
st rengt hs.

Wien you | ook at failures, placebo failure
differentially, is seen at the higher dosage strength s
as well; when you get down to the 200 and the 40 O
units there's not too much dif ference between the two
treat nents.

So that's what happened in approxinatel y
two-thirds to three-quarters of the patients wh o
titrated successfully and were satisfied with th e
nmedi cat i on.

You shoul d think about questio ns about what
happened to the other patients, the people who wer e
not successful. Some of them we know, they preferred
their regular rescue, sonme of themwe know titrate d
all the way up w thout achieving adequate anal gesi a
using the unit, and they represent a significan t
proportion of the users.

These were descriptive titration studies
They weren't really prescriptive titrations. A n

i ndivi dual could cone in having used two 400s, hav e
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their dose increased, and the next day they woul d use
one 600 and actually have a substantially | ower dose
on the second day. It's a reasonable, clinica
strategy but it nuddies the data a bit.
| think you need to think about if

clinical practitioner using this "start low an
advance slow y" paradigmw Il achieve simlar efficac
results in clinical practice. W |ooked at the tw

titration studies with this in mnd.

This is the sane kind of analy sis we showed

before. The black bars are the percentage of patient
who failed by dose, and the striped bars are th
percentage of patients -- I'msorry, the black bar
are the successful, the striped bars are the faile

patients.

And what this analysis shows i s that as you

proceeded in the trial, if you were successful you
trial was over. As soon as you had two successfu
episodes at a single unit, you were out of the study.
So the study showed that nost of the success was seen

by the patients at the lower d ose early in the trial,

and the patients who had difficulty being treated wen t

out to the highest doses and had a fairly | ow margin
of success rate.

Study 12, the study in which the patient
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were on transdermal Fentanyl w as simlar. |t doesn't
mean that the big doses don't work. | think what it
neans is that for a clinical population that wa s
fairly reasonably selected, th at is typical of people
who are not achi eving adequate pain control wth thei r
drugs that they' re taking, the marginal probability - -
the likelihood that the next dose increase isgoingto
do the job -- falls off as you get much above 800
900, 1200, 1600. So there really is no apparen t
benefit of going to |larger and | arger and | arger and
| arger doses, except in clinically-unusual or selecte d
cases.

| agree with the presentation that was give n
this norning about the efficac y. There was an effect
in the target popul ation regardl ess of the type of AT C
opi oi d anal gesi ¢ used. The usual effective dose was
inthe 600 to 1200 mcrogramp er unit range, with the
smal ler and |arger doses being useful for titratio n
and tol erance, respectively.

About one-quarter to one-third of th e
patients didn't get the results that they had hope d
for from the use of this product. But | think tha t
this is a population that didn 't get the results that
they hoped for in the use of conventional Morphin e

anal gesi a either.
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|'d like to turn over to Dr. K ahn, who wl|
di scuss the safety.

DR KAHN\ Thanks, Dr. Wight. Goo d
norning, everybody. Could | have the first slide |,
pl ease? Thank you. 1'mgoing to be also covering a
lot of information that essentially has been di scusse d
extensively by the sponsor, and also sonme of th e
qguestions that have been anticipated by the panel.

First 1'd like to talk about the advers e
events that were observed in the non-opioid tol erant
popul ation that was studied for this particular NDA
There were five studies of whi ch the first three were
nornal volunteers who particip ated in pharnacokinetic
or bioequivalency trials, and then there were al so two
studi es in post-operative patients.

As Dr. Shoemaker said before, there were --
these were patients who were al so recei vi ng at various
points in the trial, intravenous Mrphine PCA. Th e
adverse events that were seen are very typical fo r
patients who receive narcotics -- opioid nmedications.
These were the only studies in which nonitoring o f
respiratory depressi on was conduct ed.

And hypoventilation in these studies - -
particularly for normal volunteers -- was identified

by a rat her high hurdle. 1In order to be labeled a s
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hypoventil ati on as an adverse event, the patient had
to have both a sustained desaturation to 85 percen t
and a respiratory rate | ess than six.

So that if the patient had a brief period of
desaturation and was able toi nprove their saturation
by verbal pronpts to breathe, they were not defined by
hypoventilation. In one study , patients were defined
as hypoventilation if they had a sustaine d
desaturation while on oxygen therapy.

In these studies, you can see in one study
of normal volunteers there were not episodes o f
desat urati ons. In one study, four desaturation s
occurred -- and this was the only study where PC O, was
nmeasured, and 9 out of 12 patients denonstrated -- |' m
sorry -- yes, 9 out of 12 deno nstrated hypercarbia by
arterial blood gases. And the se were at doses of 800
m cr ogr ans.

The final study, 12 out of 12 patient s
experienced desaturation in the range of 200 to 1600
mcrograns, the full dosage ra nge that is recomended
for this drug.

I n post-operative patients the results were
very simlar: 17 out of 77 patients experience d
desaturation, and 4 out of 15 experienced desaturatio n

-- again, in the clinically-rel evant dosage range.
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So respiratory depression whic h was treated
with verbal stinmulation prior to admnistration o f
oxygen and resulted in inprovenment of the patient, wa s
not defined as hypoventil ation; rather, those patient S
had to have a sustained desaturation and als o
unresponsive to verbal stimulation. Again, in thi S
study this is called hypoventilation; some of us mght
call this general anesthesia.

Actig™ in all dosage strengths wa s
associated with the risk of respiratory depressio n
based on incidences of hypoxema of 33 percent i n
healthy volunteers, and 23 percent in acute post -
operative patients who were concurrently receiving PC A
Mor phi ne.

Now, thisis very simlar to the experience s
in the earlier NDA for Fentanyl Qalet where o f
course, there was a large body of data accumulated
and our only data which was accunulated for th e
pediatric age group. And in that group of patient S
there were 730 patients studied, all opioid naiv e
subjects, all in the dosage range that we ar e
di scussi ng t oday.

There were two cases of apnea, both in 3 -
year-ol ds. You can see the weights and the dosage |,

and while 300 -- approxinmately 300 mcrograns is i n
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the | ower dosage range for this product, you can see
that it's a very |arge m crogram per kil ogram dose fo r
children of this age -- 30 and 22 mcrogram pe r
kil ogram

Simlarly, for desaturations, 42 cases
There were 18 cases in the ages of 2 to 9 in thi S
dosage range; 21 cases in the adult dosage range; and
3 cases in the ol der dosage range. | hate to sa vy
elderly because |I'm rapidly approaching the lowe r
limt of that elderly. In any case, a dosage range o f
7 to 15 mcrograns per kilogram is the nornal :
clinical dosage range for Fentanyl Oalet and also for
Actig™

And five cases of hypoventilat ion, again in
the pediatric age group, with 200 or 600 mcrogram s
per unit dosage. Wich represents for these children ,
a 14 to 25 mcrogram per kilogram dose - -
approxi mately twi ce what would be a per kil ogram dose
chosen for therapeutic purposes.

And when these studies were do ne there were
pl asna | evels obtained in sonme of the patients, and s o
we have this information. The  episodes of apnea were
associated wth a peak plasma |evel of about 4. 3
nanograns per m. You can see hypoventilation an d

desaturation, the nean -- these are nmean peak pl asma
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| evel s.

For desaturation however, which is at 2.87
nanograns per m, in fact half of those patients were
lower than that, and their pea k plasna |levels were in
the range of 0.7 to 2.8 nanogr ans per m; again, from
t he pharmacoki netic data that we have it is possible
to see a peak plasna | evel of approximately .7 to one
nanogramper m with a 200 mc rogramper unit dose of
Actig™

Now, these are the denographics for th e
studies that were done for this NDA Again you ca n
see -- Dr. Shoenaker has gone over this information - -
and since the study nunber 014 were patients who were
recruited fromthe other studi es, the denographi cs of
course, are very simlar

Sonet hing that hasn't been nen tioned before
was that there was an attenpt to classify the type of
pain. And you can see that 80 percent of the patient s
approximately, had nociceptive pain, and 19 to 2 1
percent -- 20 percent approxi mately -- had neuropat hi C
pai n.

There was a desire to find out of there was
any difference in outcomes for these categories o f
patients, or differences in adverse effect. And for

virtually all of the adverse effects that were seen,
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there were differences.

There was a slightly increased i ncidence of
CNS side effects in the patients who had neuropat hi c
pain. That nay or may not have any significance;, tha t
may just be an inplication that these patient S
required higher doses because -- based on prio r
experience many of these patients don't respond tolow
doses of opioids no natter what drug you choose.

And these are the common, adverse, drug -
related events. Drug-related | want to  enphasize, wa s
as determned as Dr. Shoenaker expl ai ned, this was an
attenpt to correlate the observation of an advers e
event with a tenporal relationship to th e
adm ni strati on of OTFC

It's very difficult in a cancer popul ation
to say that -- who have ongoing disease, who ar e
receiving nultiple nedications -- that there is atrue
and representative relationshi p. And of course, they
are al so on ot her opi oids.

And clearly, thisis alist th at represents
the expected opioid side effects. There were tw o
accidental injuries that were thought to be related t o
Actig™ use. These were both patients who becane
perhaps a little bit dizzy or a little bit confused.

One spilled coffee on herself and the other on e
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injured herself by, I think, a fall

And in the <chronic use patients, ' m
referring to the short-termuses -- the dose titration
studies and the chronic use pa tients are the patients
in study 14 who were on therap y for 4-nonth bl ocks at
a time which was the long-termsafety study.

There's really no difference in th e
i nci dence of adverse effects t hat is worth comrenting
on. There were two epi sodes of nyoclonus, out of a
total of three in this study, that were observed and
felt to be related to OTFC And Fentanyl in an vy
method of admnistration is knowmn to be associate d
w t h nyocl onus.

Now, going through the adverse events b vy
body system this is the total, conprehensive review
that was given to us. Again, the attribution is base d
on the sponsor's attribution b ased on their interview
of patients and their experience of adverse events and
the tenporal relationship to the admnistration o f
OTFC.

And you can see that nost of the problem s
that were reported are digestive system -- that' S
nausea, vomting, dyspepsia, things that you woul d
expect fromopioids -- and ONS  which is dizziness and

conf usi on, headache, somol ence. Somolence o f
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course, as Dr. Shoenaker also pointed out, was a very
prom nent side effect.

The five cases that were reported a s
respiratory were four cases of dyspnea and one case o f
sput um production which probably has nothing to d o
with Actig™ Dyspnea as an event associated wit h
opi oids as we've been discussi ng already, is alittle
bit of an unusual association. And again, it's very
difficult to say whether there is in fact, a

relationship to this drug.

=}

e of the things that | had contenplated i
discussing this drug and in ny review, was whethe r
t hese epi sodes of dyspnea nmay represent sonething tha t
was brought wup earlier -- possibly chest wal I
sti ffness, possibly transient pulnonary edema
possi bly epi sodes of hypoxi a.

There's really no way to identify tha t
w thout further information which has to be obtained
by nonitoring at the time that these patients wer e
seen. And of course, that wasn't done -- tha t
coul dn't be done.

Everything else is not very im portant. The
one epi sode of tachycardiais probably not related to
OTFC.

So the nunber of patients with -- | think I



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

can probably skip this slide;

i nformati on

adverse events were ascribed t

30 out of 143 were consi dered noderat e
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it's basically the sane

53 out of the 149 patients who ha

d

0 be treatnent-rel at ed;

or serious; an d

5 out of 86 were considered serious and wer e
considered -- out of the 86 tr eatnent-rel ated rat her,
were consi dered possibly related to Acti g™

There was one overdosage reported to us
It's an interesting case. A patient who was a 75 -
year-old man who was supposed to be taking the 20 O
mcrogram unit for his pain and was also takin (¢
transdernal Fentanyl -- 75 mc rograns which was |ater
increased to 100 mcrograns -- and due to a pharnacy
error he was given the maximal wunit, the 160 O
mcrogram unit, and took this for nine days for all o f
hi s epi sodes of breakthrough p ain, and then the error
was di scover ed.

In fact, the gentleman was fine. He ha d
sonme behavioral changes. The investigator felt these
were unrelated to Actig™ but | would be ver y
suspicious of that. But he didn't becone apneic and
he didn't have any other serious events.

Deaths in the trial were really due t o
progression of disease. These are patients wit h
advanced cancer receiving palliative treatnent ;
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nmetastatic cancer. 1In general, the w thdrawal s inthe
long-term study and all of the deaths in the long-ter m
study were patients who were hospitalized fo r
conplications or progression o f disease, and were off
of OTFC at the tinme of hospitalization

So there really was no tenporal relationshi p
between the period of tine that the patient progresse d
nost acutely while in the hospital and progressed ont o
death, and the use of OIFC These patients were usin ¢
OTFC only while they were out of the hospital

Ohe patient in this study, Dr. Shoenmake r
really discussed hi mnuch nore extensively than I will
now, who had progressive dyspnea and di ed on the way
to the hospital. And this was considered possi bl y
related to Actig™ because he had taken his last unit
about one-and-a-half hours bef ore. But ny feeling is
that there is no causative rel ationship between these
two events.

Now, as has already been alluded to an d
di scussed to sone extent, the only infornation we have
about respiratory depression is in the acute, non -
tol erant popul ation and not in the chronic popul ati on
There was no nonitoring in the studies of the chronic
pati ent population and it's very difficult to hav e

inci dents of hypoxia or incidents of hypoventilation
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report ed in such a study since these are not self -
noni tored events.

Certainly the incidents of som nolence is of
concern because we know that s omol ence is associ at ed
wth respiratory depression wth Fentanyl and wt h
other opioids, but particularly wth Fentanyl th e
therapeutic serumlevel of Fen tanyl associated with a
-- rather, a therapeutic effect -- wll also b e

associated wth a 50 percent reduction in PCO ,

r esponse.

| feel alittle enbarrassed speaki ng about
this in front of Dr. Stanl ey because | and every othe r
anest hesi ol ogi st in the country read this in hi s
chapter in MIler. So you'll forgive ne.

Tolerance to the respiratory depressio n
effect of Fentanyl however, with chronic use has not
real |y been established. Wether there is partia |
tol erance or conplete tolerance sinply is not known.
It's possible there's parti al tol erance but certainly
conplete tolerance is not studied at all.

O the other hand, in this group of patient s
-- many of which had a significant degree o f
respiratory inpairnent because of their disease, ther e
were no epi sodes of apnea reported in this series.

In conclusion, | would like to offer th e
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follow ng for consideration. The risk of respiratory
depression is definitely established in the non -
tol erant popul ati on; we know that. The risk and the
nature of respiratory depression however, has no t
specifically been ruled out for the chronic populatio n
with the current data.

G her adverse effects that were seen i n
these studies are characteristic of Fentanyl and ot he r
opi oi d agents. Somol ence, di zzi ness, and conf usi on
which had a fairly high incidence in the long-ter m
study popul ation, warrants special considerationina n
at - hone, unnoni tored environment, both from th e
standpoint of patient safety and also from th e
st andpoi nt of what we've already been discussing a s
di sposal mechani sns for this agent.

Are patients who wi Il becorme s |eepy, dizzy,
have to lie down, going to also be able to quickl y
di spose of the unit safely after they have used it?

And finally, the risks associated wit h
accidental exposures, we've been discussing tha t
already, and that is essential |y the same as the risk
that's seen in the non-opioid tolerant population
whet her we're tal king about children or adults.

Thank you.

DR. KLEIN The abuse liability review i S
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really the prelude to the risk managenent plan which
will be covered by D. Wight. The sponsor ha s
suggest ed and asked that the d rug product renmain as a
schedule Il narcotic. Wth its status as a schedul e
Il narcotic you essentially cr eate a closed system of
distribution with all sorts of anti-diversio n
regul ations that are attached to it. And the closed
system goes fromthe manufacturer to distributors to
the health care provider

Wien the drug gets to the pati ent there are
dispensing limts in which no refills are allowed and
the prescription can only be witten. There is n o
[imt on the size of the prescription however :
al though | presune that excessive prescribing by one
physician to nmany patients would raise certain re d
flags wth the Drug Enforcenment Admnistration tha t
woul d probably |lead to sone further investigation.

In addition, through estimates of nedica |
use that we provide on an annual basis to the DDu g
Enf orcenent adm ni stration, nanufacturing quotas are
set for schedule Il drugs.

Now, these are the actual, ann wual aggregate
production quotas, the amount that has been produced
in the United States from 1986; about 5 kilogram s

annual Iy, through the 1997 pro jection of close to 200
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kilograns. Prior to '86 the a nnual quota was in that
sane range, of 3 to 7 kilos on an annual basis. The
big increase occurred in the early '90s with th e
approval of Duragesic.

Now, | have to apol ogi ze for not including
this slide and the next slide in your handouts becaus e
| just received approval |ate yesterday from IN S
Arerica to present their data. But this is th e
prescription data conparing the retain sales o f
Duragesic, the Fentanyl patch, to the other Fentanyl
products which are avail abl e.

And al so, of course that doesn't include th e
total used in health care. A different source o f
data, the anounts of drug product that are sold t o]
hospital s show where the injectable product are used
predomnantly over Duragesic - - although Duragesic is
still used in the hospital setting.

Looking at the Mdwatch data for th e
different products of Fentanyl you see that the najor
contributor is the prescriptive product, Duragesic
which is available at the retail |evel where we have
over 2000 cases reported to Medwat ch.

And for sone of the other Fent anyl products
-- | have to say that the seco nd category of Fentanyl

is kind of a conglonerate of not that well define d
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cases, and this is always a problem wth these sort o f
data systens. So | put that separately. It coul d
very easily have fallen into the other categories as
wel | .

But Duragesic was clearly identified inover
2,000 Medwatch cases, and Sublinmase for instance
which is clearly identified by name, had approxi mat el y
287 Medwatch reports. | also want to enphasize that
the Duragesic reports were primarily within the five
-- past five or six years, and Sublinase reports g o]
back to the ' 70s.

Now, we use the Medwatch Report really t o
indicate whether there's a problem It's just anothe r
data gathering device that we use to indicate whether
ther e's abuse or sone outstanding problemwith th e
dr ug.

And we lunp terns together which we cal |
neurabuse co-starts, which includes overdose, dru g
dependence reports, w thdrawal syndrone, tol erance --
to give us a feel for what sort of abuse mght b e
encountered out there. And we have over 200 reports
for Duragesics, and for the injectable products, 62.
And again, the 200-plus reports for Duragesic was over
the past five or six years.

A percentage such as it is, is 1.2 - -
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approxi mately 1.25 adverse reactions for neurabuse pe r
1,000 prescriptions. For Duragesic, for the take-hom e
product versus the injectable product of approxi nat el y
.6 adverse reactions per 1,000 prescriptions.

And finally, we'd go into some case reports
and | was specifically looking for some sort o f
anti soci al behavior and | ooking for the unusual type
of events that are sonetines reported to Medwatc h
where a product is abused -- clearly abused.

And descri bed -- where we have individuals
who chew the patches and subsequently died; a n
i ndi vidual who extracted the products fromthe patch
and snoked it in the pen cartridge; and othe r
i ndi vidual s who obtained it fromfriends, that other
sorts of unusual things.

So there were always those patients wh o
mani pul ated the products becau se they weren't getting
adequate pain relief fromthe patch. O they'd stick
pinholes in it or other things of that sort; rubbing
it totry to get nore Fentanyl to be rel eased.

As a conclusion | would say that we'r e
definitely seeing a different scope of abuse |,
diff erent sort of problens wth abuse of Fentany
Prior to approval of the prescriptive product Fentany I

was prinarily abused by the he alth care practitioner,
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but now we' re seeing nany nore types of events.

Dr. Wight will describe the R sk Managenen t

M an.

DR WRIGHT: This is the problemas we see
it. This appears to be a potent, opioid anal gesi C
whi ch appears to be of acceptable risk inthe targete d

clinical population. It also |ooks sufficiently Iike
an item of candy, such that a young child mght b e
injured or killed by an accide ntal ingestion. That's
got to be dealt wth.

In thinking about our experience wt h
transnmucosal Fentanyl, we have two ends of a ris Kk
continuum the pre-operative or pre-procedural use b vy
an anesthesiologist or simlarly trained health care
provi der, which appears to be extraordinarily safe.

The experience with Oalet, despite ou r
msgivings, was that used as directed and as it i S
used, it has done very well. VW think that th e
outcome for a child who is found by the nother
cyanotic, is likely to be poor. But in between, you

have a nunber of things that we consider to be off

| abel ri sk.
A child wth an unwapped unit in thei r
hand; a child with a wapped unit intheir hand tryin g

to get it open; the abusers that Dr. Klein just talke d



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

164

about, wth units wapped or unw apped; a prescriptio n
for a non-tolerant acute pain patient; a prescription
for an unsel ected chronic pain patient; a prescriptio n
for an unsel ected opioid tolerant cancer patient; a
prescription for an opioid tol erant cancer patient on
ATC opioids, which is the indication; and conditions
under which this product is dispensed in a hospital or
hospi ce or other health care environnent.

Can the risk of accidental or iatrogeni c
toxicity be reduced to a | evel where the benefits to
the intended users outweigh the risk to the rest o f
the patients and the public?

The plan that's been put forward that yo u
recei ved in your package, has five elenments: control
of pronotion, prescription, and distribution; warning s
to all parties; specific instructions; surveill ance;
and i ntervention.

Pronotion is intended to be restricted t o
pain and oncol ogy settings; indications as a secon d
line drug in the ATC population; restricte d
distribution through limted whol esalers; restricted
prescribing -- very heavy patient selection criteria
in the package insert; restricted di spensing through
the pharnmacy program previously described; and a

pot enti al -- although | believe this is stil |
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something that needs to be seen if it's possible - -
restricted rei nbursenent.

The warnings are the detailing programm ng
that was discussed earlier; the box warning; th e
carton warning; the software flags in the dispensing
software in the pharmacy; the pouch warning; the PPl;
and caregi ver-speci fi c warni ngs.

The instructions: keep the unit pouche d
until just before use; destroy partially used unit S
i mredi atel y; think about poisoning prevention at ever vy
step of the prescriptive process; and although th e
sponsor has not yet agreed to this, we think som e
enmergency care instructions on the patient packag e
insert on what to do if there is an accidenta |
ingestion, would be helpful in an era of declinin ¢
poi son control center accessibility.

Surveillance planis to watch for use by th e
addict community; watch for abuse by health car e
professionals; nonitor off-lab el sales, predomnantly
through sal es narketing data; | ook for adverse events :
both in the nmedical literature and in the open public
literature; and | ook for ms-pronotion in the media or
on the Internet, which is energing as a place fo r
remarkably fanciful information about pharnaceutical s

The intervention program are targete d
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physician intervention naterials intended to b e
provided to an outlier prescriber; phone calls t o]
outlier prescribers if the materials don't work; and

if there appears a systematic problem targete d
educational prograns for State Board and prof essi onal
soci et i es.

The agency review comments, as always - -
what a lovely proposal, now where is your plan ?
There's a need for specific performance paraneters
how often; how frequently; by whon? The need fo r
reporting requirenents: when wll we hear about this,
once a year or once a quarter, and through what nediu m
wll these cone in?

And | think nmore inportant than the firs t
two -- although the first two are inportant -- is
what are the triggers to the next action? You sa w
earlier that we count nunbers -- we count nunerato r
data when we deal with adverse events. How nany near
poi soni ngs, how many acci dental ingestions, how nmany
epi sodes of off-Iabel use?

But how do we deal with the denom nator? l's
a product that has, froma public health and from a
regul atory perspective, 200 episodes in two mllio n
uses any different from a product that has 10 O
episodes in one mllion uses? That's not a facil e
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And | leave you for the risk managenen

pl an, for your perusals over |unch or whatever cones

next, M. Chairman: Does this plan lower the risk to

a level where the potential benefit to the patient

outwei ghs the risk of iatrogenic msuse and acci denta

toxicity?
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aHAl RVAN DOMNS: V¢ have one nore discussio n

fromthe FDA, correct? Chemstry?

DR WRGHI: No, | think we're done, aren't
we?

CHAl RVAN DOMWS: V' re done? Ckay.
have then time -- I'd like to thank the FDA fo

bringi ng us back closer to sch edule.

And we now have

time for commttee discussion. |'msure the sponsor

would like to respond to sone of what

heard, but what 1'd like to do is get

panel discussion first and then I'msure

time for the sponsor to respond -

we've jus
back to th

there will

- both throug

answering questions from the commttee and als

respond to the FDA

Yes sir?

DR MAX Sone potenti al
mucositis or other oral ulcers.

information on Kkinetics? Is it

users will hav

I's

] ust

there an

whet her
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dangerous | evel of increased absorption mght occur?

DR SHCEMAKER W have not to this date
studied patients for severe nucositis, and that i S
sonething that we plan to do, to just specificall y
answer your question about what this does t o
absor pti on.

DR NMAX Is that a contraindi cation in the
| abeling at this point?

DR SHCOENVAKER Yes, it is. It isinth e

| abel i ng.

CHAl RVAN DOMS:  Yes, Dr. Fol ey.

DR FQLEY: | wanted to nake sone comments
related to, | think, the discussion that we wer e

having wearlier, that are sort of nore broade r
principles, and I'ma guest at this neeting -- an FDA
guest .

First of all, we have had a | o ng experience
of using intravenous Fentanyl for the treatnent o f
chroni c cancer pain, both ina hospital setting and a
hone setting, and we have not seen nuscle rigidity at
very large doses in which patients are rescuin (¢
t hensel ves for breakthrough pa in with 200 and 300 and
400 mcrograns of Fentanyl .

So we have not seen it with arapid IV bolu s

in a chronic, cancer pain popul ation, and have a larg e
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patient population. And after hearing this debate d
makes ne think we should report it.

Second of all, hearing this issue that w e
have not seen or have not denonstrated tol erance t o]
respiratory depression with Fentanyl in a chroni c
cancer population, and it would then assunme tha t
Fentanyl is so different than Morphine that all th e
principles that we learned with Mrphine and th e
devel opnent of tolerance in the chronic cance r
popul ati on whi ch have been dem onstrated repeatedly in
the literature, which recently the Institute o f
Medi ci ne said that every doctor shoul d know.

And 1''mconcerned here, the FD A saying that
this has not been denonstrated for Fentanyl, t o]
suggest that Fentanyl is different than Mrphine and
woul d need a whole other denonstration. So | thin Kk
that -- |'m concerned about that concept that i t
hasn't been proven and |'mcom ing really, speaking as
an advocate for the patient popul ation.

The third issue is, do we know -- doe s
anyone know -- in the population of patients wt h
cancer, how many accidental overdoses by childre n
occur at home situations? In the Menorial experience
for the last 24 years, we have had two in a patien t

popul ati on that has | arge doses of opioids in a hone
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setting in both a mddle class , upper class, and poor
inner-city popul ati on.

And we have two, well-docunented instances
in whi ch both cases the children survived and whic h
the drugs that they took were nethadone because i t
| ooked li ke Tylenol, and M5 Contin because it | ooked
like a jellybean.

CHAIRVAN DOMS: G her coomitt ee questions?
Yes sir.

DR ELLIS: John Hlis, Chicago. A couple
of questions about chronic use. ne | notice in the
proposed |abel that cancer pain per se is no t
mentioned, but rather use for patients wth chroni C
pain who are narcotic-tolerant. Perhaps that' S
sonething for us to talk about |ater.

It seenmed that on a nmedian or follow up of
90 days of people in the chronic group that two-third s
didn't increase their dose, but | presune that neans
that one-third did increase their dose. " mwonderin g
if there was any substitution of the ATC narcotic in
the patients who were in the chronic phases? That is ,
did they decrease their ATC use? Dd patients find - -
any switching frompurely used as breakthrough to use
as an ATG type use?

DR SHCEMAKER There were no  patients that
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DR. SHCEMAKER  Sone patients did -- wer e
abl e to decrease their nedicati ons because again, the y
felt since they were getting nore effective control of
their breakthrough pain that they didn't have to try
to work as hard to prevent it, because when it came o n
they could get control. But | don't have the actual
nunbers. | know that occurred anecdotally, though.

CHAl RVAN DOMNS:  Dr. Rothstein.

DR ROTHSTEl N In the deaths in th e
population that were treated, how did you rule ou t
that these were not either respiratory-induced dem se S
or hypoxem c cardi ac deaths in the popul ati on?

DR SHCEMAKER | think as was poi nted out
by Dr. Kahn, many of these patients if they wer e
admtted to the hospital, were not on OTFC at th e
time. And other than that, we took very carefu |
hist ories and presented a narrative of each one o f
these patients. And in additi on, those patients were
included in the safety analysis that we describe d
earlier with our four consulting clinicians.

CHAl RVAN DOMNS:  Dr. Horl ocker.

DR HORLOCKER Terese Horlocker, My o
dinic. | have a question for Dr. Kahn; | know sh e
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rai sed this in her reviewin the literature we wer e
gi ven. Fentanyl and Morphine, when admnistere d
intravenously have about a 1:100 potency ratio and yet
the data here suggests there's only a 1:10.

And I'ma little concerned about, that w e
mght be underestimating that as we did with th e
M dazal omwhen that originally cane out and conpared
it toValium And if we do un derestimate, how potent
the Oalet will be conpared to Mrphine -- we'll have
sone rel ative overdoses again. Could you comrent on
t hat ?

DR KAHN I'"'m sorry, conpared to | V
Mor phine, this 1:107

DR HORLOCKER  Yes, the --

DR KAHN Vell, the relative potenc vy
estimate conmes fromthe sponso r's data which is based
on the study of patients who were in the inmmedi at e
post-operative period and were given -- it was a
doubl e-bl i nd study with either 2 mlligrans/ 8
mlligrans of Mrphine or 200 or 800 mcrograns o f
oral transmucosal Fentanyl.

| think that the problemwith this use o f
the nunber, a 1:10 potency -- | think there is a n
intrinsic problem with that 1in that the tw o

neasurenents that were used actually had entirel vy
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different relative potencies. And if you look at the
two endpoints that were used - - the total pain relief
and the normalized weighted summed pain intensit y
difference -- the ranges were about 7 or 8:1 versus 1 0
to 14: 1.

| don't think that it would be correc t
actually, in the labeling, to say that thereisall0
pot ency. | think that perhaps it would be nor e
realistic to give that range as was found in th e
study, and also | think it would also be reasonable t o
get sone nore data. Because it's a very isolate d
pati ent popul ati on.

DR SHCEMAKER  Coul d we have Dr. Portenoy
comment on doing these types of potency assays an d
what kind of ranges are nornally seen?

DR PORTENOY: | think it's very inportant
just to understand the Iimtations of the relativ e
potency data that are out there. The rel ative potenc y
data for Fentanyl that you cited cones from singl e
dose, intravenous admnistration. And we know tha t
there's a difference between single dose an d
repetitive dose and that relative potencies als o
change with the routes of adm nistration.

And that's why three years ago | was a

particularly strong advocate of going out there an d
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actually nmeasuring it with this fornul ati on, because
you coul dn't nmake the assunpti on that the data in the
literature was generalizable to this formul ation.

And so | think that the nicet hing that you
have today is actual data from the double-blind |,
controlled trial that denonstrates what the relative
potency is, and the limtations of that trial are what
| mentioned before. It is single dose, it is a n
opi oi d unexposed patients, and the patients have acut e
post - operati ve pai n.

And so just like we have learned to do i n
the clinical setting wth the current relative potenc y
data as it is published on the equi-analgesic dos e
table, we have to view these data as just guidelines
for clinical practice; they're not etched in stone :
they're not generalizable wthout clinical judgment.
They' re just guidelines; they' re just data out there
to help us know howto treat patients.

But without any question at all, you can't
take the data in the literature that shows the I \%
relative potency single dose in the intra-operative o r
post-operative setting and consider that to b e
general i zabl e to OTFC

CHAl RVAN DOMNS:  Dr. Rohde.

DR RGDE (Ghuck Rohde fromJ ohns Hopki ns.
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| have a comment and a question for both sponsor and
FDA. |I'mconcerned about the titration data. As
understand it, individuals were followed through tine
and | wonder why a correct analysis looking a
i ndividual profiles in doing a |ongitudinal analysis
which is now avail abl e, was not done.

Because it seens to nme that the truth i
somewhere in between sponsor's data and the FD
analysis. The FDA anal ysis used epi sodes which ar
not independent, so it's not correct; the sponsor'’
anal ysis really doesn't take advantage of what th
i ndi vidual profiles mght have been. And | reall
gquestion whether those regression analyses nea

anything at all.

So I'mjust at aloss as to what the correc t

interpretation of that data m ght be w thout soneone
looking at it alittle nore carefully. The truth is
somewhere in the mddle, | think.

CHAl RVAN DOMS:  Wbul d the sponsor like to
respond to that?

DR SHCEMAKER Russ, could you help us wt

t hat one?

DR PORTENOY: | could only respond b vy

openly show ng ny i gnorance. |''mnot sure what truth

you' re talking about. The regression |ines that



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

176

showed were just an effort to relate baseline dos e
w th successful dose after titration.

And | don't think that looking at th e
profiles necessarily would illumnate the issue o f
what the successful dose is in relation to th e
basel i ne dose which is  critically inportan t
information for clinicians who have to sel ect a dose
to work.

| think | ooking at profile sounds very, ver vy
smart to me, and I knowthat t he ability to look in a
clever, statistical way at longitudinal data i S
evolving and now exists, and | think it sounds ver vy
smart. But I'mnot sure what truth you're talkin g
about, and it doesn't sound relevant to what | wa s
sayi ng.

DR. ROHDEE Well, the one regression plo t
there clearly has an influential point. The las t
point if you elimnated it would lower that R 2
considerably. And it's a very influential point, and
you certainly picked that up.

DR PATT: | don't want to gloss over th e
inportance of that -- R chard Patt -- but to ne i n

particul ar the conservative recomendations o

f

starting at the | owest dose an d titrating up, in part

addressed this and also in part, addressed the other
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issues that were raised -- the Fentanyl toleranc e
I Ssue.

I think those are very conservativ e
recommendations that will keep clinicians and patient s
out of trouble, because each patient really wll serve
as their own control

CHAI RVAN DOMS:  Yes?

DR NAX Getting back to the relativ e
potency issue, if you look at page 0041 of th e
handouts for Dr. Portenoy's talk, | want to enphasi ze ,
agree with the other panelists, that |I'm ver vy
unconfortable with the relativ e potency estinates for

the main tine of interest, which is the first 6 0

m nut es.

The relative potency was constructed b vy
t aki ng, | believe, 360 mnutes, and the nos t
interesting tinme is what's going to happen -- the time

of greatest danger is the first hour. And at tha t
tinme this particular study with 30 patients or so in
a group, had a very funny | ooki ng curve.

The 200 mcrogram Fentanyl gro up -- | think
that's the one that shot up and was higher than any o f
the rest -- and | think if one took the first hour an d
tried to plot relative potency, it would be a ver y

strange estinate.
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| think the sponsor's conclusion on howto g o
about dosing it was very conservative, and | thin k
their solutions though I amnot very concerned about
that, but I think if we want to instruct physician S
about how to use it and how to conpare it to | V
Mor phine, it may be very msleading to conpare -- I
think if you want to say anything about that at al I
you may want to get better stu dies for the first hour
and do it.

DR SHCEMAKER | think there's two issues
here. Froman efficacy point of view again, we would
not use relative potency totr y to teach sonebody how
to dose; we would al ways recom nend starting low And
from a safety point of viewl think we have studies i n
progress -- to get at your iss ue nore of peak effects
-- and again, |ooking at OIFC conpar ed to IV Mrphine .

But | think as Dr. Patt pointed out, w e
woul dn't wuse relative potency to recommend how to dose
this. Start with the | owest dose.

DR RAGHAVAN Derek Raghavan, Los Angel es.
If you look at the denography of the patients tha t
you've studied in each of the groups, the averag e
weight is 70 or 71 kilograns w ith a standard error of
the nmean of about 2 kilograns. And given the fac t

that about half the patients are wonen | think yo u
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Now, for the indication that you re seeking,

we're talking about -- to sone extent -- termnal

il patients, many of whomw || have cachexia. And
either the FDA or the sponsor, I'd like to ask th
gquestion, do you have any data for what nust be

relatively small proportion of patients who ar
underwei ght and with cachexia, to suggest that there
woul d be a difference in the disposition of the drug
-- either the pharnmacokinetics or the length o
coverage -- before further pain dosing is required?

There would be sone |level of counter
intuitive thought -- fat stores versus dose per body
wei ght .

DR SHCEMAKER | think first of all, w
could maybe get you data on the range of weights
because there were clearly sone patients at the very
lower end. | think also, part of sonme of th
variability in the pharnacoki netics and so on, m ght
be taken care of by the titration process. Again,

mean, if you're starting |ow and you happen to be

SO

thi nner person you nay end up on a | ower dose, unless

of course, your pain happens to be worse.

And so there's tw different things goin

g

on, but again, the fact that y ou always start | ow and
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titrate | think wll account for some of tha t
variability.

CHAl RVAN DOMNS:  Dr. Rohde.

DR RODE Yes, the comment was nade, we'r e
not sure what |ongitudinal anal ysis woul d do. This i s
a perfect exanple of what it could do. Sone of th e
expl anatory vari abl es coul d be wei ght, sone coul d be
hei ght, some coul d be gender, and so forth. | mean,
it would be possible to answer these questions with a
sensible analysis. It is not terribly sophisticated
gi ven nodern software.

DR PATT: Yes, you know, again | need t o
keep comng back to -- Rchard Patt -- to thi S
information | think, would be very interesting and if
this drug was ultinately propo sed to be used in other
settings, would be essential.

But as a clinician, the safety issues ar e
really going to come down to careful individualizatio n
of care and this titration to effect is absol utel y
f undanent al and what needs to be drilled int o
clinician's heads in terns of howto use a drug |ike
this or other forns of opioids for treatnent i n
br eakt hr ough pai n.

So while it's interesting and it i s

sonething that's worth looking at, | don't think that
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it poses a safety issue in the cachexia versus the --
if these guidelines are followed of titration t o]
effect on an individualized basis.

CHAl RVAN DOMS:  Yes, Dr. Wight.

DR WRGHT: 1'd just like to comrent that
Dr. Rohde first instructed ne in 1985 and he continue s
to instruct me; we'll want to talk w th you about thi s
anal ysis. Thank you.

CHAIRVAN DOMS:  1'd like to raise a point
and |'m surprised that it hasn't been raised an d
perhaps it's ny ignorance of the difference betwee n
the chronic pain patient, the patient with cancer wit h
pain. And these terns have be en used interchangeably
throughout the norning. Mst of the discussion o f
course, has centered about the patient with cancer wh o
has chronic pain that is secondary to the cancer.

But it seens to nme that the indications, th e
use and so on, are really for a nmuch large r
popul ation; that's including p atients who do not have
cancer but who have cancer pain. And have | msse d
sonething in this or are they the sane? And is th e
intent to be narketed for patients with chronic pain
even though they don't have cancer?

DR SHCENMAKER | think we should firs t

address the issue of cancer pain as a subset o f
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chronic pain, and perhaps let Dr. Portenoy discus s

t hat . He's not only witten extensively on cance r
pain but also non-cancer pain -- excuse ne, Dr
Farrar.

DR FARRAR John Farrar, I'mas | said, a
neurol ogist at the University of Pennsylvania. I
think it's inportant to understand that cancer pain i s
a large subset of patients which chronic pain
Chronic painis clearly a very large and diverse grou p
of patients. Cancer pain is a subset of that.

Wat nakes cancer pain special is that -- a
nunber of things. heis -- a nd | hate to admt this
-- but one of the things is that we actuall vy
understand or we have a sense as physicians, as t o
what is underlying the process that is leading to the
di sconfort and the pain.

Dfferences in the categorization of pai n
was alluded to in one of the p resentations by the FDA
in terns of sonmati c and neuropat hi ¢ pain. And | think
another inportant issue to consider here is that i n
cancer-related pain we underst and that, at |east sone
conponent of their pain is related to sonatic pai n
stimul ati on and sone conponent i s neuropat hic.

In the chronic pain popul ation as a whole - -

if you look at chronic back or other types of pain --
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it is likely that neuropathic pain, or nerve-related
injury, plays a larger role.

Those two areas -- one, that in chroni c
cancer pain we understand or feel as physicians that
we understand that the patient is in pain and are nor e
confortable with the fact that they are in pain, are
nore confortable with the fact that we can give them
opioids, it makes it a group of patients to target fo r
opi oi d t herapy.

Wth regards to the chronic pa in popul ation
as a whole -- which is a much larger group -- we are
less clear about the role of opioids in tha t
popul at i on. I n thinking about this particul ar drug it
is inportant to remenber that we are not trying t o]
deci de whether opioids are useful in the non-cance r
population. And | think that the reason for |eaving
the indications the way they are is to specify th e
things that have to be specified wth regards to any
opi oid use in these various popul ations.

The primary focus of the opioid use is i n
the relief of cancer pain which is an underne t
popul ation -- the need in that popul ation is not well
met. The potential use in the larger population o f
ot her types of chronic pain | think, is possible, but

many, nmany physicians are unconfortable with the use
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of opioids in that population, and the way in whic h
t hose patients should be selec ted and how t hey shoul d
be selected is an area that's quite controversi al

To get directly to your issue about whether
these indications | think, are targeted at one group
or the other, they are specify 1ing that the popul ation
that it is to be used in is opioid-tolerant patients
-- patients already on opi oi ds.

That limts the group in which it wll b e
used, predomnantly -- predomnantly -- to cancer -
related pain or to perhaps, H V-related pain, because
that is the predomnant group, in the United State s
anyway, that is currently on opioids.

So | think, in getting to your question, th e
reason that they' re sonetines used interchangeably is

because the restriction is on opioid-toleran t

patients, and the predomnant group that's opioid
tolerant and that needs this k ind of pain nedication,
is the cancer pain popul ation.

CHAl RMAN DOMS: May | ask -- nunber one
I'mnot sure that | conpletely believe the statenent
that nost of the people who are chronically takin g
opioids have cancer. In our particular pain clini C
there are a nunber of people going through detox for

whom that would not be true, comng from our pai n
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clinic.
But if | understood you correctly, yo u
basically said that thisis be ing targeted nostly for
peopl e with cancer pain. But yet, people with chroni c

pain are a nuch larger group that don't have cancer.

And vyet, that's what | wunderstood it was bein g
targeted for. So still, you h ave not responded to ny
guestion to the point that | could understand it :
anyway.

DR PCRTENOY: Maybe | could t ake a stab at
it. I think the perspective here is that the role of
opioid therapy in chronic, non -cancer-related painis
evolving, and it is a grow ng therapy.

And in fact, during the | ast year the Board s
of Drectors of both the Arerican Pain Society and th e
Anmerican Acadeny of Pain Mdicine have approved a
consensus statement that recognizes for the first tim e
in history, that chronic opioid therapy for non -
cancer-related pain nmay be appropriate. And that' s
only happened in the | ast year.

This isin contrast to the cancer populatio n
where there has been recogniti on that opioids are the
mai nstay approach for a very long period of tine.

So | think the point of view that Joh n

expressed was that patients wh o have chronic pain and
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are now receiving long-termopioid therapy and hav e
breakt hrough pain, all of those patients mght b e
considered for this drug.

And the indication doesn't exclude th e
| arger popul ation, but the focus on cancer pain just
recogni zes the reality that at the present tine, the
treatment of breakthrough pain in cancer patient s
usi ng baseline opioid plus a supplenental opioid, is
a mainstay, mnainstream approach advocated by ever y
organi zation around the gl obe and actively taught at
mul tiple | evels.

Wiereas the treatment of chronic non-cancer -
rel ated pai n using the same approach continues to be
somewhat controversial, slowng evolving, and w e
wouldn't want an indication th at excluded that but we
want to recognize the reality and target it to th e
patients who can get the benefit nost quickly. I
think that's the bottomli ne.

MR MM A couple of aspects of that. e
is, Wth an indication for non-cancer pain, can th e
conpany pronote it for that? Ohr the other hand -- an d
| nust say, | don't know wheth er with studies only in
cancer pain, whether it's appropriate for themt o]
claim an indication for a w der popul ation where ther e

haven't been say, safety studies, abuse studies, quit e
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as extensively.

O the other hand, the conpany has just sai d
they are going to go after people who prescribe it fo r
off-label wuses. And as a clinician, if | wanted t o
give it to someone w thout cancer who had, say, a
vertebral fracture -- terrible pain when they got up
-- | certainly wouldn't want anyone hounding ne t o]
[imt ny prescribing of it.

So | think those are questions we need t o
addr ess.

CHAIRVAN DOMS: Dr. Gallan, did you want t o
respond to that?

DR CALLEN Yes, thank you, Dr. Downs.
woul d just re-enphasize what | presented this norning
of what a risk managenent programis. W are onl y
going to focus our pronotional efforts on the HemiOnc s
or the cancer pain specialists. These are the onl y
clinicians that we will be approaching to give the m
information on this drug.

As a conpany we do not tolerate off-labe |
use of our products. W are vigilant to try t o]
educat e clinicians who of course, have the right t o]
prescribe any drug as they fit once it's approved and
i n the narketpl ace.

But we do not tolerate off-lab el use of our
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products and particularly in sonething like this whic h
is anewproduct. It's absolu tely key that when it's
introduced into the marketplace that it's prescribed
properly, that it's used properly if it's torenmain on
the market w thout causing problens to patients.

It's simlar to what we did when w e
introduced PCA in 1984. V¢ knew that this was a
technique for pain nanagenent for patients that wa s
going to be extrenely val uable. But we al so knew tha t
if there was any adverse incident associ ated wththi s
therapy, that that would resul t inits elimnation or
physi cians being reluctant to prescribe it and to use
it on their patients.

And so that is also a program that w e
monitored very closely in the early days of it s
introduction and actually we continue to nonitor i t
very closely today. So we're commtted to what w e
presented in the risk manageme nt programthat we will
only be focusing our pronotional activity -- our sales
force wll be directed to only interact wt h
Heni Oncol ogi sts and with cancer pain specialists for
treating cancer patients. And it's only for thos e
patients that are already on opioid therapy.

CGHAIRVAN DOMS:  W'Il go to Dr. MN chol as

then Dr. Strain, then Dr. Lowenstein, and then we'll
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cut it off at that. Dr. MN chol as.

DR MNCHOAS: | think I'mnore confused
than | was before and perhaps this needs to wait unti |
after lunch because the packag e insert says that it's
for chronic pain patients who are opioid-tolerate, an d
yet we're hearing that it's actually going to b e
marketed only to cancer patients and we have no data
on patients who are not cancer pain patients.

And so I'm frankly not sure what th e
indication that they're actually going for is. I’ m
not sure how this indication should be phrased ;
whether it is for chronic pain patients or for cancer
pai n patients.

CHAIRVAN DOMS: ['mgoing to assune tha t
was a statement and not a question --

DR MN CHOLAS: You're right.

CHAl RVAN DOMNS:  -- and go to Dr. Strain.

DR STRAIN | was going to essentially nak e
the sanme point, that --

CHAl RVAN DOMS:  Good, then we can nove on
to Dr. Lowenstein.

DR LOMNSTEIN | was goingt o put this in
the formof a question. Isn't it inevitable that HV
patients wll be -- that this wll be indicated in H V

patients who are a very large group now who ar e
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requiring opioid therapy?

CHAI RVAN  DOMNS: I'd like to hear th e
sponsor's response to that before we adjourn fo r
[unch. Dr. Portenoy.

DR PORTENOY: This is one of the reason s
why | think it's inportant to not be too restrictive
in the indication, irrespective of how it' S
ultimately, initially pronoted

The Agency for Health Care Policy an d
Research Quidelines on Cancer Pain specificall vy
stipulate that HV-related pain ought to be treate d
i ke cancer pain. And there a re now a snall group of
studies that are comng out to showthat H V-rel ated
pain is very simlar to cancer pain inits preval ence ,
inits phenonenol ogy, and the nain difference rel ates
to under-treatnent. It's much nmore under-treated tha n
I S cancer pain.

There is no reason to think that th e
availability of this drug mgh t not be useful in sone
patients with HV-related pain . So we would want the
indication not to be restricti ve, although again, for
the reasons that dair Callan nentioned. The initial
pronot ion would be to those people who are nos t
experienced in using opioid therapy, and those ar e

cancer pain specialists and oncol ogi sts.
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CHAl RVAN DOMS: | guess | have to nake an
exception. Dr. Wight.

DR WRIGHT: I'Il try to be brief. 1In the
past we have not, as a Dvision, differentiate d
bet ween cancer pain and other forns of severe, chroni ¢
pain requiring opioid therapy, except as pertains to
occasi onal natters of safety as have already bee n
brought up and di scussed by the commttee.

Wsual ly in testing we require that the drug
be tested in a suitable, chron ic pain nodel, and that
is usually cancer pain for a ¢ hronic opioid, although
not exclusively. Ve had not entertained the notion o f
mar keti ng an oncol ogy-only ana lgesic, sinply desiring
not to mnake other classes of patients therapeuti C
or phans.

There is a concern, and a legitimate one ,
that chronic pain is sonetines in the mnd of th e
prescriber, and as a result, w e have seen a nunber of
m sadventures involving strong, potent opioids tha t
have been inappropriately prescribed for Ilesse r
indications and in patients where wi sdom of strong ,
opi oi d therapy has not been denonstrat ed.

So bottomline, we don't think that there i S
a specific cancer pain indication related to opioi d

narcotics -- or haven't yet thought that.
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VW' || be back here and re-adjourn at 1:30.

(Wher eupon,

taken at 12:36 p.m)

a brief

Ve' ||

| uncheon

192

break for |unch

recess wa S
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AFT-ERNOON SESSI-ON

1:33 p. m
CHAI RVAN  DOMNS: I'd like to call th e
neeting to order once again. According to the agenda

we now have time for further commttee discussion
There are a nunber of people who still had issues to
di scuss when we took the break for lunch so we'll try
and entertain those first. Yes?

And again, 1'd like to ask everyone to spea Kk
into the mcrophone and identify yourself before you
speak.

DR de WT: I|I'mHarriet de Wt fromth e
Uni versity of Chicago and ny q wuestion is one fromthe
drug abuse perspective. | was wondering about th e
post-marketing surveillance plans, and al so whether w e
have any information available fromthe prescription
use of the other form of transnmucosal Fentanyl ;
whet her there have been any reports of abuse, wha t
kind of infornmation, what thei r level of prescription
use has been.

So | think it's inportant to get both th e
nurer at or and the denomnator to | ook at the reports
of adverse events or msuse or diversion in th e
context of the nunber of wunits that have bee n

prescr i bed. And I'm interested in what kind o f
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nmechani sns mght be put into place for monitoring thi s
new pr oduct .

DR KLEEN Can | just respond? The nunber s
for Calet are very |ow For '95, sonething lik e
11,000 prescriptions and for '96, 6000 that's goingto
| V5.

DRde WT: And the reports of msuse ,
di version, adverse effects?

DR KLEEIN Oh, | don't have any reports for

O alet.

DR WRIGHT: Oalet, zero.

CHAIl RVAN DOMS:  Dr. Shoenaker ?

DR SHCEMAKER  No, that's our experienc e
too. | think about 35,000 units of O alet have been

di stributed and we're not aware of any reports o f
abuse and msuse with Oralet.

DR MNCHOAS: First of all, | would Iike
to point out that Calet has a very limte d

distribution, it's not wdely available. Wich bring s

me to one of ny major points -- and I'mglad yo wu
brought this up, Harriet -- and that is, | have sone
guestions on the risk nmanagenent pl an.

First of all, let nme state that | don' t
think that the cancer patients -- | don't thin k

chronic pain patients in general -- are going to b e
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the ones abusing this drug. Wat | am concer ned abou t
and as a substance abuse person | am concerned about
is, if thisdrug is available in the corner drugstore
are we going to have diversion?

And there are two issues that | see here
(ne is, we have been presented with no data on th e
reinforcing properties of this dosage form W'r e
| ooking at the highest end of the dose that they'r e
asking for -- 1600 mcrograns of Fentanyl -- which is
a whoppi ng dose of an opioid and bound to have som e
reinforcing properties, but we're not getting any dat a
on that.

The other thing is, one of the rmajor things
-- proposals in their risk man agenent is that they're
saying that by limting the nunber of wholesaler s
they're going to prevent diversion. Ad | wa s
wondering if we could get clarification on: a) ho w
does limting wholesalers prevent it from becomn g
available in the corner drugst ore; do they anticipate
it becomng available in the corner drugstore?

And ny concern froma substanc e abuse poi nt
is that it's going to becone avail abl e via doctors wh o
wite prescriptions for noney -- script docs, etc. :
and other unethical practitioners -- not that it' S

going to be necessarily -- well, you also have th e
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i ssue of sone teenagers stealing grandpa’ s nedication

But that's mnor conpared to sone of th e
damage that could be done if you get this available b y
people witing prescription mlls.

DR SHCEMAKER  That's an issue that we've
| ooked at, and I would like to ask Dr. George Bigel ow
to address those issues.

DR Bl GELON I'm Dr. GCeorge Bigelow ,
prof essor of behavioral biology at Johns Hopkin s
Uni versity School of Medicine, where | specialize in
clinical studies on drugs of abuse and of drug abuse
and its treatnent.

|'ve served as consultant to Anest a
Corporation in evaluating abuse liability aspects of
the OIFC product, and |1've helped with witing th e
Abuse Liability Section of the NDA application. |'ve
not worked directly with the O TFC product but we felt
that there was in fact, considerable data avail abl e
about the clinical pharnacolog y of Fentanyl and about
t he pharnacoki neti cs and pharm acodynam cs of the OIFC
product that allows us to reach reasonably goo d
predictive conclusions about the relative abus e
l[iability of the OIFC product.

Abuse liability is determned on a couple o f

factor s: the pharmacol ogy and the availability. I
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think Dr. MNcholas has talked largely about th e
avail ability aspect.

It's inportant to recognize that thi s
product is going to be of very limted availability.
Oh this schematic diagram of a continuum o f
availability relative to other drugs of abuse, it' S
inmportant to understand that all these opioid product S
are down toward the low availability end. Thi S
product will only be introduced i nto hones where other
chronic opioids are being used, so there is ver 'y
little popul ati on exposure to the conpound.

Now, there are a nunber of pop wulations that
one mght consider as being at risk when a new produc t
is introduced, and these range from the patien t
popul ations thenselves to famly and friends, othe r
househol d nenbers, pharnaci sts and ot her individual s
in the distribution network who may be handling an d
di stributing unopened packages of nedication, as well
as physicians and other health care providers who nay
have access to the product in either sealed o r
unsealed form-- as well as drug abusers thensel ves.

Now, our characterization and understanding
of the pharmacol ogy and availa bility of this conpound
lead us to believe there wll not be significant risk

of abuse of the OIFC product relative to the othe r
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opioids that are available in these contexts, when one
consi ders these different popul ati ons.

There are a variety of factors that mtigat e
agai nst the risk of abuse, and we thought that these
factor s are relevant to making us feel relativel y
confident that with all of these patients who are in
the control |l ed subject populat ions, the risks will be
relatively | ow

W're not -- understand, we're not sayin g
there's no risk of abuse. W're saying that this is
appropriately categorized as a schedule Il narcoti C
with all the restrictions appropriate to tha t
category. But within that context, relative to th e
other opioids, there are many features of this produc t
that will nake the abuse relatively | ower.

The schedule Il restrictions t henselves are
going to mnimze the availability of the conpound, i t
will increase the protectability of any abuse an d
diversion. The limted availability is sinply going
to reduce the chance of individuals who have access t o
it.

The slow onset phar macoki netics an d
phar mracodynamcs wll nake it relatively unattractive
to serious drug abusers who will only use drugs fo r

rapid onset effects. So relative to intravenou s
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sl ower pharnmacoki netics

and pharnmacodynamcs wll nake it relatively les s

appeal i ng.

It's in aformthat's relatively not ver vy

easily divertable to injectable use. So again, this

is a dinmension that will nake it relatively les S

appeal i ng to serious drug abus

ers. The visibility of

use by the transmucosal group is sonething that -- of
users said this is an illegal behavior and usuall y
wll try toavoid. And that v isibility wll increase

the |ikelihood of detection of any diversion.

The bul kiness of the product and the fac t

that the unit packaging allows very careful auditing

of t he nunber of individual units mnmakes th e

attractiveness of theft less so than with highl vy

concentrated products such as tablets or solution

And t he bul ki ness al so i ncreas

es the detectability --

the bul kiness and audit ability also increases th e

detectability of any theft from pharnmacy situations.

So | think that

it would be much nor e

difficult for undetected theft of this product t o

occur in the community pharnacy t han woul d be the cas e

with tablets or oral nedications which are di spensed

in bottles and patients don't

that they receive.

really count the nunber
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i nto househol ds with individuals who have concurrent
opioid use. And finally, the relative cost of th
product wll nmake it relatively unattractive fo
diversion and abuse in any context in which th
proposed abuser has to pay for the product.

So concern about unscrupul ous pharnaci st s,
unscrupul ous script doctors supporting abuse in th
context that patients would have to cash in th
prescriptions, pay for the prescriptions, the relativ
cost of Fentanyl by the OIFC group is substantiall
hi gher than wth other dosage forns that ar
avai l abl e. And these are figures based on the 10
m cr ogr am Fent anyl equi val ents.

"Il stop there. |If there are nore specifi
questions I'Il be happy to answer them

CHAl RVAN DOMS: Pl ease conti nue, then.

DR MN CHOLAS: (eorge, you know as well a
| do that, first of all, drug abusers wll us
anything. To say that this is not convertible to an
injectable use is | think -- w e would like to | ook at

it that way but if you' ve got 1600 mcs of Fentanyl i

5 cc's of sugar syrup, sugar s yrup never stopped them
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frominjecting. They inject talc, they're going t o]
inject sugar syrup if they want to.

But 1'Il tell you, | don't think that it's
going to be your established opioid addict that' S
going to be nost at risk for abuse here. | think it' s
going to be your college-age kind, your young adul t
who wants a weekend party drug. Ad I'Il tell you, my
nightmare of this is having 20 kids out there having
a party all of them so that t hey can have a lollipop
party. And 18 of themdon't wake up the next norning

And ny issue here is not that people are not
going to do this. M issue is, what are the step s
being taken? 1've heard |imted availability, limte d
avai lability, but | haven't heard exactly how tha t
availability is going to be limted.

And ny issue here is for the first tine in
ny professional career, we are finally getting t o]
sonet hi ng approaching rational ity in the treatnment of
pain and we are stopping this denonization of th e
appr opriate use of opioids. And if sonething lik e
this happens and it gets on Good Morning Anerica and
N ghtline and everything else, | don't want us goi ng
back to where we were 20 years ago when you'r e
treating cancer pain with aspirin.

And | really see a danger that i f sonet hing
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like this gets out we're going to have a horror story
CHAI RVAN DOMS: Let's proceed. Let th e

sponsor respond and then --

DR BIGELON Just a bit nore. Let nme nake
clear that I -- we don't suggest at all that this is
a product w thout abuse liability. This is a schedul e

Il narcotic and it needs to be very closely regul ated
This product certainly has sone abuse liability.

V¢ thought that the schedule Il restriction s
and ri sk managenent plan of th e sponsor were adequate
to mnimze the risk associated with a known drug of
abuse. There's no question that Fentanyl is a known
drug of abuse.

There are a couple of factors in additiont o
the known pharnmacology of Fentanyl that do mak e
everyone worry that this is a product that nay receiv e
sone attention frompotential abusers. The onset wl |
be faster than with oral nedications, but again, i n
the typical situation, individ uals who have access to
this product will have access to other opioids, have
access to | ess expensive opioids, and wl| have acces s
to opioids that could equally well be used by equally
rapid routes of transnmucosal admnistration, eve n
t hough the dosage forns may not be designed for that

use.
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of specul ative concerns
data, about we thought.

ere. That the route of

admnistration may in some way allow those individual

such as you were describing -- young individual s who

were interesting in experimenting with drug effects,

who see injection as a behavio

ral hurdle that they're

not wlling to cross -- nay be nore willing to tak

this dosage form

There's no reason to think tha

form is any nore attractive

in that right than ar

oral dosage forns, which should also be equal

avai l able. The ot her specul at

ive concern is, perhaps

there's a perception of individual dosage control or

titration being easier wth this product. A

i ndi vidual may think, oh I'll

just suck a little bit

and I'Il be able to stop; whereas with oral dosag

forns -- in other dosage forns

there may be nore of a

bol us i ngestion congesti on consi derati on.

Both of these are speculative. V¢ recogniz

that these are risks, and | think the conpany sponsor

w ll have to address the risk
just sort of thought about
thought the risk nanagenent

mnimze the possibility that

managenent plan. VW' ve
these issues and we'v
plan is sufficient t

t hese specul ative risks

S

e

t this dosage

e

y

n

e

e

S

e
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m ght cone to fruition.

DR HEDEN Dr. Downs, if | nma y address the
issue wth what added safety the wholesale r
restriction provides? As you know, there are a nunber
of elenents of the risk manage nent plan, one of which
is to restrict Abbott's direct sales to dru g
whol esal ers.

Certainly, all opioids that are in thi s
popul ation are available at retail pharnacies and it
is our intent that Actigq™will be available at retail
pharmacies but it will not be sold directly by Abbott
Laboratories to a retail pharnacy.

Wat this does is, it adds ano ther |ayer of
protection to the program because the DEA-222 forns,
etc., the schedule Il requirem ents, are on each | evel
of distribution. So by adding the drug whol esaler in
there there's another | evel of accountability, anothe r
| evel of inventory control, another level o f
monitoring that will go on in this situation.

Each drug  whol esal er has localize d
war ehouses and distributions with vaults. This wll
m nimze the anount of inventory that has to be held
in an individual pharnmacy which we think will reduce
t he anount of abuse potential.

In addition, this will allow us to nonitor
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noni tor continuously in order to identify areas where

potential abuse mght be occurring. And as Qai
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r

indicated earlier, respond imediately with a SWA T

team to go in and find out, in conjunction with DE
officials, to find out if there is any abus
occurring.

But that's one extra level, an additiona

| evel, that we've added into this process. W could

sell directly to the retail ph arnacist, but this adds

anot her |evel of protection.

CHAI RVAN DOMNS: Dr. Strain and then Dr
Wat cha.

DR STRAIN  Thank you. Dr. Strain fro
Johns Hopki ns. Let nme actually try to respond
Ceorge, in a way to maybe help you, although yo
probably don't want to hear this.

| think the dilemma in answering Laura'
question that we don't have any data to nake
determnation of this -- and | think that's what'
sonewhat problematic here -- is that there'
surprising that there's no study that tells us th

relative abuse potential in, say, opioid-dependen

A

e

m
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patients, of the transnucosal Fent anyl conpared to an

|V admnistration of some other drug of abuse.

And simlarly, a study in a non-opioid
dependent popul ation conparing the transmucosal a t
different dosages to sonme other known referenc e
conpound. And that mght | think, give us sone - -

allay sonme of our concerns -- or alert us.

Wi le you' re getting to the mcrophone -
well, | have a couple other comments on the abus e
potential related to that, but do you want to respond
to that?

DR BIGELON (George Bigelowa gain. Let ne
first address the issue of why there were not abus e
liabil ity studies done. As you know, | love doin ¢
abuse liability studies -- it' s the type of work | do
-- and we discussed this quite a lot as to whethe r
there was any value to be gain ed from conducting that
type of study, and concl uded that there really wasn't .

W're acknow edging the schedule | |
appropriateness of this nedica tion; we're recogni zing
that this is a drug of abuse t hat shoul d receive that
| evel of scheduling and control. W didn't feel ther e
was anything necessary that we needed to know abou t
the abuse liability of Fentanyl in this particula r

dosage form given that the abuse liability of th e
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medi cation itself is so well docunented.

W're estimating that the 400 to 80 O
mcrogramdose will be a dose that experienced opioid
abusers wi |l produce sone euphoric effects, and that' S
based upon all of the pharnacokinetic data that ar e
avai l able, both fromthe conpany's work as well as the
prior clinical pharnacol ogy work with normal s and wt h

abusers, wth Fentanyl.

DR STRAIN VWell, let ne go on to anot her
point then, that naybe addresses this again in a
di fferent way which is, the whole question -- yo u

know, in a way the sponsor has presented thing s
wanting it both ways. They sa y that this product has
a rapid onset of action as an anal gesic, but then has
a slow onset of action which decreases its abus e
potenti al .

And so | think that's the sort o f
distinction that mght be useful to tease apart in a
st udy. Let me nmake a couple of other points onth e
abuse potential and then I'll sit back.

| think that this nay have sone attraction
in other ways to the |1V drug abuse popul ation. Fo r
exanple, since it is not anin travenous route but has
a relatively fast onset of action, it could b e

attractive because it decrease s IV risk of hepatitis,
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H'V, while giving a rapid onset, short acting dru g
effect. So it may actually have sonme attraction i n
t hat respect.

And another reason it may be attractive to
the drug abuse population is because it wll be a
relatively wunadulterated product if it gets on th e
street. It isn't |like sonething sonebody's going to
be able to cut this product and sell it as bein g
relatively pure.

They could sell the product as the intac t
product, and if sonebody smashes it into pieces o r
sonmething, that's going to be self evident. So you' | |
know if you're buying this product on this street tha t
you're getting the product in its entirely -- whic h
may have sone attraction as well.

And finally, I would just coom ent that it's
interesting in reading through the materials, tha t
when this did cone up as Oal et several years ago now |,
two consultants di scussed that the advantage to Cale t
was that -- with regard to risk potential -- abus e
risk potential -- was that it was going to be in very
controlled environnents and situations, and that's wh vy
the comttee at that time should feel confortabl e
approving it.

So at that point that was, it seens |,
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acknow edged indirectly as an inportant factor; that
it would be under controlled situations. And no w
we've lost that. 1'll stop there. Thanks.

DR BIGELON  (George Bigel ow I've los t
track of all those questions but | renenber sonme o f
them On the speed of onset question, | think we've
been very explicitly acknow ed ging that this conpound
falls internediate to i ntravenous adm ni strati on and
oral admnistration in terns of its speed of onset
W've also nade that point with respect to th e
availability.

Fentanyl has traditionally been abused b vy
the intravenous or injection route, so relative tothe
history of Fentanyl abuse, thi s is a product that has
sl ower onset, and consequently we believe, |ower abus e
liability. V' ve acknow edged that it wll hav e
sonewhat nore rapid onset than oral dosage forns, and
so | think there's been no inconsistency in the wa vy
we're characterized the drug, in this respect.

| f you can pronpt ne sonme nore on sone o f
these other issues I'lIl try to respond to those al so.

DR STRAIN That it would be an attractive
product to the IV drug abuse popul ation for exanpl e.
It's pure, it's intact, decreases |V drug abuse.

DR BIGELON | sinply don't see that a s
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being true. Intravenous drug abusers are by an d
| arge, going to be seeking intravenous, rapid onse t
drugs of abuse. Q, if they're choosing to admniste r
a drug for wthdrawal suppress ion, they'Il look for a
drug with a long duration of action, rather than a
short duration of action, such as Fentanyl w |l have.

So | think, within the intravenous dru g
abuser population | see this product as being leas t
appeal i ng. It's a bulky, expensive product tha t
requires a good bit of effort to convert to a n
injectable form which is the formthey would desire.
The detectability and cost are too great to make this
conpetitive with heroin.

DR d CERO This is Ted QG cero. ['m a

consul tant also for Anesta fro m Wshi ngton University

School of Medicine. | think the point we're mssing
here is, this is a schedule II. No one's disputin g
it's a schedule II. There's going to be sonme abus e
potential. | would suggest th at Laura, Eric -- we're
all specul ating about what's going to occur and you'r e
right -- there are no data.

The only previous experience wth a conpound
like this was at a hospital, a controlled setting, an d
| think that's the underlying concern with the group

here, and | suspect that's why there's been zero case s
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of abuse wth that. And it's all that -- it’ S
pr edi ct abl e because the exposure wasn't so great.
So a couple of issues you have to as Kk
yoursel f.  How nuch exposure is there going to be wit h
this conmpound? 1Is it really going to be, as Laur a
suggests, wdely distributed b y retail pharnacies and

isit going to enjoy popularit y beyond what the group

that it's intended for? | think that part of th e
conpany tried to confine itself to a very specifi c
popul ation -- indeed, to omt t he anount of exposure.

And looking at chronic pain patients ,
particularly those with recurring bouts of pain o r
rebound pain, | think we're go ing to attenpt to limt
the exposure to 800,000 to a mllion potentia |
custoners or households, if youwll, the first coupl e
of years.

But George is speculating, |'mspecul ating
-- let's just be candid -- we' re all speculating. W
don't have any data. | think this is why the conpany
-- and | think they need to perhaps go over that agai n
-- has proposed a very proactive surveillance effort
-- to get out there are find out whether abuse i S
occurring.

| think we think it's highly unlikely that

it will occur. There's |ot of argunents for it, but
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Laura's got a good point. | don't know W had a
situation 10, 15 years ago where a cough syru p
attracted a lot of popularity with sonme kids. It’ S
possi bl e.

| think all you can do is try to detec t
these sorts of things as they occur, gather sone data
on the nove, because this is a new formulation, w e
have no data on it, and | think the conpany' S
surveillance efforts will pick up that data. Because
right now I think we can speculate the rest of th e
afternoon in terns of, is it likely or isn't i t
likely? And the answer is, | don't think any of u s
have any data at this point to have done it.

The abuse liability assessment ri ght now --
it's an interesting question. Wien | first |ooked at

this packet six nonths or so a go, that was a question

| had as well. But to get to CGeorge's point, al I
right, so it's a schedule II. [''m sure you woul d
confirmthis is a schedule I'l. Wl that's what, in

fact, he's arguing.

So the essential point boils dow to, what
isit about this candy -- if t hat's what the issue is
-- that is going to make this inherently nor e
attractive to the drug abusi ng popul ati on?

And for the life of me, | can't think of a
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reason why a lollipop piece of candy would be nor e
attractive to IV drug abusers or to recreational user
on the street -- | <can't for the life of m e
rationalize it. That | would argue that ranking-w se ,
this conpound woul d have | ess abuse than nost othe r
schedul e Il conpounds.

But 1'mspeculating. | think the proof wil I
be in what we can pick up.

DR STRAIN  You can never argue agains t
wanting nore data, and | guess |'mjust asking -- and
| wouldn't say, well you don't need post-narketin g
survei | lance data. |'mjust wishing that there ha d
been nore pre-nmarketing data --

DR. AQCERO | understand your point, bu t
again --

DR STRAIN -- there's no data on abus e

liability regarding this formulation of Fentanyl

Not hi ng.

DR CCERO It's a given, Eric. It's a
gi ven.

CHAI RVAN DOMS. W're beginning to get a
little bit out of hand here. | clearly see all th e

hands down there and we'll take them but Dr. Callan
would like to respond and then Dr. Foley and then Dr.

MeN chol as.
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DR CALLAN Just to try to allay sone o f
t he concerns about howwe're g oing to collect data of
possible drug abuse or msuse or diversion, etc. I
nmentioned this norning that we  were going to be doing
an ongoing nonitoring of different surveillanc e
prograns that are out there, and the two principl e
ones that we're going to be doing are the NDIl and th e
National Prescription Audit, both of which will give
us information, as | said, on a quarterly basis as to
who's prescribing the drug for what indication.

And you can check very easily there and see
whet her the oncol ogists are prescribing Actig™ or
whet her dermatol ogi sts -- terrible thought -- would b e
prescribing Actig™ So that wll give us a n
indication of whether or not it's being use d
appropriately.

Also, in addition to this |ong list, we are
working with the Drug Abuse VA rning Network, or DAV,
as to ways to try and col | ect information in this are a
that will be of benefit to us all.

And then there are several different survey s
that we are considering doing with different groups,
particularly wth the school nurse, drug abus e
coordi nator, and other areas where we nay be able to

pi ck up sonme of this informati on on an ongoi ng basi s.
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And be able to report it back to the FDA at regularly
schedul ed intervals.

So | hope this addresses sonme of you r
concerns; that we are going to nmake an effort to try
to continue to get this information.

CHAI RVAN DOMS: | believe Dr. Foley wa s
next .

DR. FQLEY: | think that these are ver 'y
inmport ant issues that are being raised about thi S
whol e question of the drug abu se issues. But | think
|"'mgoing to just put it ina little bit of a broader
per specti ve.

Every day there are 1400 cancer patients wh o
die. The data that we have as best we can know, i S
about 50 percent to 60 percent are dying either in a
hospital setting or in sone kind of a hospice-typ e
program or sone other institution. So that -- an d
upwards of about 70 percent of those patients hav e
significant pain.

In any one day there are about 100 patients
around the country who are dying on IV narcotics a t
hone, wi th PCA punps. And so if we're going to pu t
this in the perspective of that popul ati on, of those
patients in which there's the [V access that you' d be

worried about and the abuse Ii ability is out there in
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this popul ati on.

And both the hospice data and the data that
we have comng out of DAWN and everything else tha t
exists, is not denonstrating a n enornous diversion of
this drug into sone other popul ations or kids com ng
to the house and having a party with their nother or
fat her's PCA punp.

And | think we should -- | really respec t
our concerns about it. | think we can worry about th e
issues of abuse liability. Bu t all the data that was
done by the drug addiction centers over the years, ha s
not predicted what happened in the cancer popul ation
when we put drugs into that popul ation.

And so that this information is inportant;
it's something we need to worr y about. W have to be
absolutely careful about it. But |I think that -- I
have a concern that this is sort of -- that hi S
di scussion is noving away from the needs that we have
of a patient population for getting adequate pai n
manage nment; the needs of having a drug by a uniqu e
route for patients who can't swallow and | thin k
putting it in that franework. And |I think the FD A
needs to understand that sonmeone should collect this
data on every opioid that's ou t there so we can begin

to nake these deci sions.
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CHAI RVAN DOMS: | believe Dr. Wat cha had a
question | ong before anyone el se did.
DR WATGHA In connection wth th e
stat ements Medwatch at Dall as. In connection wit h
your previous statenment, reque st fromthe FDA if they
have any information about msuse of M5 Contin fo r

either intravenous route or otherw se.

DR WRCGHT: | nust confess to be at a |oss
-- whichis arare event -- bu t we do know that there
are cases involving abuse of M5 Contin. | do not kno w
if they are parenteral or if they are oral. And I

have no know edge of the relative rate wth respect t o
ot her products.

| amhearing sonething that | would like th e
Chair to -- or the nenbers of the commttee t o
articulate for ne though, because for many years w e
have had -- not a policy, but it's never occurred to
us that if we were going to pu t sonething in schedul e
Il that we needed to do abuse liability testing on it
Because what el se were we going to do?

What |'mhearing is that it may be tinme to
view abuse liability and addi ction as one of the risk s
of the drug, and that risk should be delineated s o
that we can factor it into the risk benefit analysis

that we nake in terns of the relative nerits of a n
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appl i cation.

But if you could articulate th at, we really
need to hear that. VW really need to understan d
exactly what knowing the relative abuse liability of
this versus intravenous Fentanyl, would help u s
deci de.

CHAl RVAN DOMS:  Dr. McN chol as.

DR MNCHOAS: If | can try and take a
stab at that for you, Qurtis. M/ concern is -- and |
think there's no question fromanybody on this table
that 1V Fentanyl can be abused; that's a given.

The drug abuse scene on the street i s
changing, and it's changing in way that 10, 15 years
ago, and particularly prior to HV, we never coul d
have predicted. The patients that | am seeing com ng
in for opiate-dependence treatnment under the age o f
30, have by and large, either, a) never used a needl e |,
or b) decided to seek treatnent shortly after starting
using a needl e because they started snorting.

And 10, 15 years ago you never  saw snorters
of heroin or any other opiate, com ng in for treatmen t
because it just wasn't a pheno nenon. Drug abusers on
the street today are actively seeking alternate nmeans
of drug admnistration so that they don't have t o]

inject -- whichis exactly what Eric was saying. The y
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know the risks of injecting -- or at least sonme o f
them do -- and they woul d prefer not to. But alot o f
themnove to it eventual ly anyway.

M/ concern with the abuse liab ility of this
product is, we have no data in a transmucosal form o n
its reinforcing effect. Qven the fact that it i S
Fentanyl, | amquite sure that at | east at the higher
dose levels, and probably 400 and above, as CGeorg e
says, is probably there.

What is its abuse liability? Are we lookin g
at sonething that we need to ook at a control on ?
And | don't nean to discount Dr. Fol ey' s poi nt becaus e
her point is absolutely right. W have been denyi ng
patients adequate analgesia in order to protect th e
popul ation from abuse. And you have to be able t o

bal ance that.

—+

But is there sone way that we can  bal ance i
by limting distribution rather than limting it t o]
whol esalers by limting it to chronic pain clinics, t o
hospice situations, either at home or a live-i n
hospi ce, or honme <care health professionals o r
something that would not put it in the CVS on ever vy
ot her corner?

And that's where | think abuse liabilit vy

would help us nake a reasonabl e deci sion. If th e
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l[iability is |ow enough by the transnucosal route that
you're not going to get a particular diversion the n
fine; put it inthe C/Son eve ry other corner. If it
is then maybe we need sonme unique and sone creativ e
thinking on howto get this to the patients who need
it wthout exposing a population that is thril I
seeking and likely to get into trouble with it.

CHAI RVAN DOMNS:  You're going to respond to
her ?

DR AQCERO Yes. Again, | th ink I go back
to Qurt's point; we agree on this one entirely. | f
you went and did the abuse liability assessnmen t
testing nowin the traditional paradi gns that we have,
you're going to conme back and say this conpound ha s

abuse potenti al .

| am very confortable that that's exactl y
what you'd find. I'd be astounded if you foun d
anything else than that. Therefore, the conpan vy
recoomends a schedule 11, which 1is certainl vy
consistent with all other schedule Il drugs.

Now, are you going to suggest that if it's
worse than sone other schedule Il drug it be nade a
schedule 1? See, | don't know where you go onc e
you' ve determned that you' ve got abuse potential :

except | think you' re raising a different issue with



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

221
respect to -- it's a schedule I1; the abuse liability
assessnent will tell you it's a schedule I1I.

You may well then, want to look a t
contenpl ati ve ways in which the access of this drug i s
restricted; and that's your point.

DR MN CHOLAS: That's what I'mtalkin g
about . And that was what we did with the Oalet
That was restricted to anesthe siologists and surgical
centers.

DR. 4 CERO | understand that. | jus t
want ed to clarify where we're comng from becaus e
we're not divergent; we all agree.

DR MNCHAAS: No, not nmakin g it schedul e
| and not nmaking it inaccessible to the patients who
need it, but comng up with sonme creative ways t o]

control the access.

DR CCERQO | just want to nmake clear -
we're not tal king about abuse liability in that case
because | think the abuse pote ntial of this drug wll
be equivalent to others in a schedule Il. The issue
you're raising is a secondary but equally inportan t
one: how do you limt its access to potentiall y
vul nerabl e popul ations? | bel ieve that's your point.

DR CEARY: JimQeary fromt he University

of Wsconsin. |I'mDrector of Palliative Medici ne at
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the WOC and a Hospice Medical Drector, and |’ m
particularly concerned to hear this limtation.

The practice of oncology has change d
dramatically in the last 20 years. Dr. Raghavan can
talk to that. Twenty years ago the UWhad two wards
full of cancer patients receiving their treatnent
V¢'re now struggling to justify having six beds inthe
University of Wsconsin. Cancer treatnment i s
out pati ent treatnent; it has to occur in th e
out patient setting.

Most cancer pai n managenent, although it's
not done well by oncol ogists, is done by hemat ol ogi ca |
oncol ogi sts and oncol ogi sts, not by separate pai n
clinics. It's done by the cancer treaters. W canno t
[imt this product purely beca use of its fornulation.
It is Fentanyl. There is some thing like 7.2 grans at
| east, of Fentanyl in a Fentanyl patch.

Ther e are people who cut up the Fentany |
patch and msuse it -- 7.2 grans -- and yet we ar e
talking about limting the supply of this drug t 0]
cancer patients who need it because of maybe someone
getting hold of a 1600 mcrogram patch -- or sorry
1600 mcrogramlozenge. V¢ need this product, we nee d
it available to cancer patients in the hone.

CHAIRVAN DOMNS: Does the sponsor still wis h
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think there was a questio

rai sed about potential abuse of other opioids, and I

was wondering if Dave Joranson could comment on that?

n

DR JCRANSON  Thank you, M. Chai rman. My

nane is David Joranson. | am wth the Pain and Polic vy

Studies Qoup at the

University of Wsconsi

Conprehensive Cancer Center. |'mactually a forme

drug regulator now working on pain policy in th

analgesic field, particularly in cancer, and 1'd |ike

to respond quickly to two points.

One of the nenbers of the commttee wa

asking | think, the question, to what extent is there

some data on the msuse of other opioids such a

Mor phi ne? W have a Robert Wod Johnson Foundati o

Gant to look in part, at t

And on a prelimnary basis we

information from NAl DA or

Abuse Warning Network, on

hat subj ect.

is it SAMSA on the Dru

the nunber of nentions o

Morphine in the DAWN system This is energency room

mentions where this particular drug, Mrphine, turns

up in a patient as part
adm ssion to the energency
And over the past

Mor phi ne nentions of total

of the reason for th
r oom
15 years the percentage o

epi sodes of admssions to

n

r

e

S

S

n

have recei ved

g
f

e

f
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enmergency roons in this reporting systemruns at about
. 0015 percent of all the episodes. Typically, th e
category that includes Mrphine is connected o r
included, in a category called Heroi n/ Mrphine. And
SO we've never been able to te Il how nuch of that was
Mor phi ne and how nuch of that was Heroin.

And so the data run that we've just gotten
has hel ped us answer that ques tion by telling us that
t he Mor phi ne conponent of the Heroi n/ Mor phi ne cat egor y
is extraordinarily small. And, | should point out :
has appeared to remain quite stable over the period o f
time of the last ten years when the nedica |
consunption of Mrphine in the WUnited States fo r
medi cal purposes has increased by nmany factors.

The other point 1'd like to nake is, as a
former drug abuse person and controlled substance s
regulator in Wsconsin, |I'malso concerned about the
issue of potential abuse and diversion of any ne w
opi oid product -- not only fromthe point of view of
preventing public health damage, but also pronotin ¢
the public health value of these inportant drugs and
to achi eve sone kind of a bal ance here.

Wen you think about diversion | thin Kk
there's three ways diversion b asically occur: one is

t hrough pharmacy thefts, the other is through script
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doctors, and the third one is through forgeries. I
don't know that we're going to be able to do muc h
about pharnmacy theft. This is a subject of crimnal
intent and is basically a | aw enforcenent response.

But DEA can't tell us how nmuch of an vy
control | ed substance is lost or stolen fro m
pharmacies. Al we have to do is ask themand it's o n
t he DEA-106 For mwhi ch pharnaci sts nust fill out every
time there's aloss. And so it's possible for us to
ask the question, how nmuch of any of the opioi d
anal gesics are actually being diverted because o f
pharmacy thefts anywhere in the country?

So I'mgoing to put that aside. The other
two are equally difficult tod eal with but maybe nore
responsi ve to education and sone of the nethods that
have been proposed by the sponsor.

If a drug gets to the point of bei ng popul a r

and having a street reputati on and becones i n denmand

-- | mean, | don't think it's going to happen wit h
this product but if it did -- | think that the tw o
ways that you' re going to be able -- that a person, a n

abuser would get the drug -- would be froma pharnacy .
And the way to get the drug from th e
pharmacy is through a prescription. And that yo u

either forge the prescription or you get a doctor who
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doesn't care what you use it for, towite it for you .

And | think it's inportant to note that in

this case, the sponsor's proposal for working with and

educati ng pharnaci sts, coupled with the | abeling and
contraindications piece for this product, is such tha
the pharmacist is going to serve as even an adde
control, other than the fact that it's going to be a
schedule Il drug, witten prescriptions, no refills,
and only for a legitimate, nedical purpose.

In addition, the pharnacist is going to be
in a position to see sonething pop up on the screen,
to have that pharnacist ask the person who has th
prescription for Actiqg™, what other medications ar
you taking? And if they can verify that they'r
taking another opioid nedication, that mght b

sufficient to allow the dispensing.

But if in fact, that looks lik e a very weak

situation and the call goes to the physician t
veri fy, as pharmacists are counseled to do all th
time, | think we can have an extra strong check an
bal ance here that is likely to occur to prevent this
type of diversion.

Not to say that people aren't going t
beconme nore creative, but | think that in the |oo

that 1've had at the sponsor's plans, | think tha

(0]

e
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they exceed the intentions of nost other sponsors in
the past. And | think that this discussion has gotte n
increasingly sophisticated over the last 20 years, an d
| really wish that some of the products that have bee n
mar keted in the last 20 years had been subjected t o]
this degree of scrutiny and di scussion.

Because it hasn't, | think sone of th e
products that are on the narke t today have gotten out
of control to sone degree and have resulted in a
hi gher profile of abuse than was necessary, and a nuc h
greater investnment on the part of the authorities --
regulatory and |law enforcement -- as well as th e
conpanies, in order to deal with these probl ens.

| think what you' re seeing here is a
t hought - out, thorough, and del iberate approach to try
to prevent that problembefore it starts.

CHAl RVMAN DOMS: Does the sponsor still wis h
to respond further?

DR JORANSON  No, Dr. Downs.

CHAl RVAN DOMS: Ckay. | believe Dr. Hlis
was next, although | have to admt it's been so | ong
ny nenory is getting a little vague. |'msorry, Dr.
Blis.

DR ELLIS: John HIlis, Chicago. Mor e a

comment for the sponsor than a questi on, but I look at



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

228

the FDA presentati on and see that there's a quota 30

times as large as when | finished ny residency, fo r

produci ng Fentanyl. Wen you |ook at people who have
a choice of narcotics to abuse -- that is ,
anesthesiologists in treatnent -- Mrphine is rarely
used.

So | do wonder about the decis ion not to do
reinforcing studies on Fentanyl versus Mrphine, whic h
is the other narcotic we're tal king about. And with
that, sort of echo the question that Dr. Wight had:
do there need to be separate considerations of abuse
liability of class Il conpounds.

CHAIRVAN DOMNS: That was a statenent rathe r
than a question, correct?

DR ELLIS: That was a statenent.

CHAl RVAN DOMS:  Let nme nove to Dr. Tenple
because | know you had your hand up a long tine ago,
and then a sponsor wishes tor espond. I|'msorry, Dr.
Klein. Excuse ne.

DR KLEIN W do have sone nu nbers for the
different norphine products, but | was just | ooking at
themlast night and they're not fully anal yzed. But
there are a certain nunber of reports of, prinaril y
msuse of the product and possibly some abuse as wel

But frankly, it's hard to tease out, in the case o f
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Morphine, when there's reports of death involvin g
Mor phine; you know, it could also be Heroin wher e
Mor phi ne was anal yzed.

So you know, 1'd rather not get into an vy
nmore specifics about those nunbers until we look a t
themin greater depth.

CHAl RMAN DOMS: Sorry, Dr. Kein. Dr
Wi ght?

DR WRQH: Yes. | thinkl - - let ne take
another crack at Dr. MNcholas' question an d
statenent and observation, because | think they' re al I
three and they're all good.

| think it's necessary to fully discuss wha t
we're trying to prevent. (nhe of the things we'r e
trying to prevent is the intro duction and easy access
to, what is perceived as a low risk, entry |evel :
potent narcotic. | would not expect that a PCA vial
for a relative's cancer nedicine wuld be terribl y
attractive to an adolescent. It requires a needle, it
requires self-injection, it requires crossingalot o f
thresholds all at one tine.

O the other hand, a box of 24 , 800 or 1600
mc Actig™ mght be viewed as an adol escent as a not
terribly risky way to find out what opioids are like.

And | suspect it mght be risk ier than they know So
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part of the risk managenent plan, part of th e
strategy, part of the process of responsibly narketin g
a product like this, is to think about how yo u
mnimze the unwholesone interactions that thi S
pr oduct wll have wth the population, whil e
opti m zing the whol esone ones.

W had a patient here today describe ho w
t hey thought out how to keep a barrier between their
grandchildren and their nedication. And | though t
that was a pretty good pl an. But that's -- have | go t
it right, Laura? 1|s that what you're tal ki ng about ?

DR MNCHOAS. You' ve got it there.

CHAI RVAN DOMNS: 1" m not sure whi ch order,
but | think -- why don't we just start and go thi S
way. That would be the easiest thing for ne. Dr
Max.

DR MAX A different issue which is th e
first statenent on the |abel. It says, in th e
proposed label, Actig™ is indicated for patient s
already receiving and who are tolerant to opioi d
therapy. | wonder what a clinician is going to nake
of that. | know pain research ers can't agree on what

is tolerant and how to neasure it, and ny suggestion
woul d be, you had a very nice definition of patients

who were eligible inthe clinical trials.
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By saying 50 of a Duragesic or 60 a day of

Mor phine, and you could say for a

woul dn't, you know, you wouldn 't have to say that. |

think if you just define it operationally it wl

really be a nuch better safety barrier than this

which | think may keep sone deserving patients fro

getting the drug and expose others to ri
DR SHCEMAKER | think you br

point about the problem wth defi

tolerance, and | think that's a good suggestion a

well, to take the entry level criteria of 5

mcrograns per hour was the m ni num dose
and again, 60 mlligrans a day of
Mor phi ne- equi val ent .

DR MAX:  Again, that would
that a physician should be able to over

getting in trouble.

DR SHCEMVAKER | understand what you'r

saying, but it's nore guidance , that so
on two Percocets.

CHAl RVAN DOMNS: Dr. Raghavan.

DR. RAGHAVAN  As soneone who just reall

spends his life treating cance r, and |

real experience with the issues that the Drug Abus

Advisory Commttee are westling wth,

week or yo u
I
m
sk.
ing up a good
ning opi oi d
S
0
of Duragesic ,
Morphine o r
be sonmethin ¢
ride withou t
e
nmeone that was
y
don't have any
e
" m havi ng a
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| ogic problemin what |I'm hearing.

Onh the one hand | see that there are facts
that relate -- that Dr. Foley enunciated that relate
to the nunbers of patients that die in pain, and the
avai lability of a new product that, fromwhat I'v e
been hearing today, sounds |lik e a useful product that
will help to overcome a particular phenonenon o f
br eakt hr ough pai n.

Against that |'m hearing a series o f

t heoreti cal consi derations about another drug o f

pot enti al abuse. I haven't heard that it i s
definitely a drug of abuse -- al t hough | woul d expect
it to be so -- and a whole series of theoretica |

consi derations about protectin g a group of people who
m ght becone drug addicts if t hey have access to that
pr oduct .

And what nakes nme uneasy is hearing Dr
Wi ght saying, should we be redefining the paradi gn?
And he can only respond to what he hears here. S o
it's not acriticismof Dr. W ight. But he's saying,
you guys are advising nme, and are you telling ne w e
should go back to square one and start to reinvent th e
wheel ?

Now, we  have innunerabl e, narcoti ¢

anal gesics that are available by nmouth. If littl e
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Johnny wants to try his first dose of narcotics he ca n
take M5 Contin, he can take or al Morphine tablets, he
can take xycodone, etc. And it seens to ne that the
current discussionis going of f into Wnderland. And
| just don't understand why it's doing that.

| cane here to discuss a product in terns of
its efficacy; whether it would be better than, as goo d
as, worse than, nore dangerous than, an establishe d
product. And now we seemto have noved laterally int o
a specul ative discussion on abuse potential. A s
someone who treats cancer, | think it would be a
disaster if this neeting decid ed to redefine narcotic
i ndications on the basis of abuse potential.

And what Dr. deary said a few mnutes ago
| agree with conpletely. W're in a situation where
we have to deal with reality. The reality is, th e
health care systemin the Unit ed States cannot afford
inpatient consultation for its cancer patients, a vas t
majority of cancer patients do n't have access to pain
units.

For those pain units that are in operation,
we all know that they are, as our oncol ogists, par t
and parcel of the drug abuse systemto sone extent
There will be patients being treated in pain center,

i n hospi ces, whose drugs wll be diverted.
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And SO al | of t hese theoretica |
considerations | think, are taking us away fromou r
original theme, which is to try to evaluate th e
indices that | «cited initially. I think it' S
reasonable to | ook at abuse potential at alater tine,
but I think the discussion for the last half hour has
gone off into the realns of imagination an d
specul ati on.

CHAI RVAN DOMS:  Dr. de Wt.

DR de WT: | agree with the previou s
commentary conpletely and | feel like ny comrent i S
kind of going back to a nore detail ed aspect of what
we were tal king about. But we don't want to los e
sight of the enornous benefits of this kind of produc t
inlight of the potential risks. | nean, we want to
eval uate thembut we don't want to overenphasi ze the
risks.

| just wanted to nake the point that, when
we tal k about the risks for the non-abusers, we know
from laboratory studies that healthy volunteer S
without a history of drug abuse in general, don't lik e
the effects of opiates anyway, although there mght be
sonme experimental use by faml y nenbers or people who
have the drug avail abl e.

Actually, these drugs have a very low risk
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for being used repeatedly in a non-using popul ati on.
So | don't think we shoul d overenphasi ze that aspect
of the risk. But | agree, we should regard thi S
product in terns of the overall benefits and to not b e
t oo concerned about these possible risks.
| believe again, that the post-marketin g
surveillance will be an inportant el enent of this.
CGHAAIRVAN DOMS: Dr. de Wt, I'dlike to ask
in response to what you just said, is that al so true

of Fentanyl? Because as an anesthesiologist, wha t

=}

we've heard is quite the opposite; that people i
fact, do like the effect of Fe ntanyl and they like it
very much, even on first exposure.

DR de WT: Cenerally, those people ar e
self-selecting thenselves. There are people, ther e

are anesthesiologists or health professionals wh o

al ready have a history of drug probl ens, and when eve n
Fentanyl 1is admnistered to healthy volunteers, a
smal | proportion -- maybe ten percent -- sonetinme s

like the effects, and the large najority don't lik e
the effects.

CHAl RVMAN DOMNS:  Because it's used as a pre -
nmedicant in alnost every single patient undergoin g
anesthesia, and it's used because it makes people feel

good, I'mtold by ny residents.
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DR de WT: | thinkit rmnakes themfeel goo
because it renoves their pain, not because it nake

t hem feel euphoriant.

CHAI RVAN DOMNS:  No, not as a  pre-nedi cant;

that's not the case.

DR de WT: Wll, I can refer you to th
studies. W have eval uated people --

CHAI RVAN  DOMNS: That why | say, as a
anest hesi ol ogi st it seemed -- the inpression i
different. There may be studies showing that, but a

lot of it is used for that reason.

DR de WT: Inaclinical set ting it mght

be different than in a laboratory, experinenta

setting.

CHAl RVAN DOMNS:  Ckay. Dr. Strain.

DR STRAIN  Thank you. Dr. Strain fro
Bal ti more. In response to sone of the previou
comments, | don't nean for us to becone so obsesse

with abuse liability that we lose sight of th

potential clinical efficacy and inportance of thi

d

S

e

n

S

m

product and all those points that are well recognized .

As |'ve thought about this product | think

-- at tines it becomes problematic in consi dering wha t

could be going on in Wnderland because of th

different populations that you' re considering. S

e

(0]
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that at tinmes we're tal king about what could happe n
wth children who mght get it and like it as a
[ollipop, what mght happen wi th adol escents who want
to explore and try it, and what could happen in th e
drug abuse population who are already opiate -
dependent .

And | think, without belaboring this, it's
sinply that there isn't data here to help us i n
guiding that, and that mght h elp us with things |ike
the |abeling of the product, to know, to be able t o]
have sai d sonet hi ng about that.

In response to Dr. Wight's coment s
earlier, | don't think I'mnecessarily advocating tha t
things that are being indicated for schedule Il have
to have an abuse liability ass essnent, categorically.
But 1'msaying that it nmay be useful in the guidance
of understanding the relative risk of using it -- a
conpound like this or something else that mght cone
along, to be able to conment about it.

You mght find that it's got a nmuch | owe

=

abuse potential then IV Fentanyl, and that would b e
val uabl e to know as wel | .

CHAl RVAN DOMS:  Yes sir?

DR Bl GELON George Bigel ow | woul d just

like to comrent as soneone who has been concerned wit h
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assessnent and reduction of abuse liability risk
It's well known that excessive concerns about abus
liability have dramatically restricted appropriat
treatment of painin this country.

And | think it would be a tragedy i
excessi ve concern about potential abuse liability of
this particular dosage formwere to lead to greate
restrictions that nake the product unavailable t
pati ents. VW& propose that the product be nad
avai | abl e under the nost restrictive conditions that
the regul ations all ow

Secondari ly, | think it's a mstake t
characterize us as going into this in an absence o
dat a. Systenatic abuse liability assessments o

Fent anyl were published in 1965. Subsequent studies

have been done in nore recent years. | don't think w

need to have abuse liability assessnments with ever
new dosage formof a well-known nedi cation in order t
understand where it falls on the abuse liabilit
conti nuum and how we can appropriately regulate it.

| think this is a dosage formthat as yo
suggest, may well have lower abuse liability tha
ot her dosage forns. At the sane tine, | think there'
no question that doses in the 400 to 800 mcrogra

range are going to produce euphoric effects i

m

n
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popul ations who are experienced with opioids an d
seeki ng them out .

This seens to nme that it provides us th e
information we need to proceed with naking avail abl e
under appropriate regulations, a safe and effectiv e

nmedication for a tragically undertreated pai n

condi ti on.

CHAl RVAN DOMNS:  Ms. Brown.

M. BROMW |'m Suzanne Brown fromPortland
Oegon, and | have the privilege to live in thi S

State. But last year we passed an assisted suicid e
| aw which has not actually gone into effect. It' S
been held up in the courts. But the biggest reaso n
that | aw passed was due to undertreatnment of cance r
pain and/or the reality or fear thereof.

So | don't think we need to fo rget that and
| ose sight of it. W have patients who will dieb vy
their own hand and at their own choi ce because the vy
feel like they can't get pain relief. So | do think
we need to make sure we stay on a little bit of that
focus while we have concern about the other.

But | would like to bring it back to another
poi nt of concern that | have, that | believe Dr
Rothstein actually nentioned earlier and that is, wha t

about the 4-year-old to 8-year-old child who is no w
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proficient with scissors, can pick themup and ope n
t hese packages, happens to get into a package of 1600

grans and sucks on it?

=}

That's a concern | have. | tried to ope

the package earlier. | think that younger than 4

year-ol ds are going to have tr ouble getting in there,
but 1'ma little bit concerned about that group.
don't know Is there sonething else that we can dot o
di scourage that age group fromusing this? 1Is there
such a possibly as a M. Yuk? | don't know anything
about, you know, the trademarks here involved wt h
t hat .

Is there a different -- can the oute r
packaging be nore sturdy so at least they can't ge t
into there as well? By that | nmean the box that it's
in. That's a pretty flinmsy box. It wouldn't take a
3-year-old two mnutes to open that.

That's a question | have for the sponsor
Have that |ooked at -- that ag e group really concerns
me, because they mght well be at risk here.

M5. ARNOLD. My nane is Martha Arnold. |I'm
in the Marketing group at Anesta. There's a couple o f
cooments | would like to make on the packaging and wh y
it has been designed the way that it is.

As we've heard, Actig™ provides sone ver y
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uni que benefits. It's a very uni que dosage form and
as a result of that it needs uni que packaging. It's
from both a child-resistant perspective as well a s
froma stability perspective. 1'd |ike to go back an d
correct a conmment that was nade earlier about th e
safety issues related to twist -off cap and whether or
not that mght be better.

VW're trying to get that data. | don't hav e
it available right now But | can tell you that a
tw st-off cap package will not allow us to nmake this
product available froma stabi |ity perspective. That
is why it is in the pouch. And | think that that's a n
i mportant point that needs to be nade.

This package has been tested anong th e
standard protocol that is currently available, which
is that protocol that you heard descri bed this norning
whi ch goes up to the age of approximately 51 nonths.
The reason for this protocol, it is the sane protocol
as | understand it, that all o f the manufacturers are
required to meet. That is the only validated protoco |
that is available. And the study that you saw wt h
the 99 percent effectiveness |level in these children
was conduct ed accordi ng that protocol.

To nore directly address your question

ma'am as it relates to the ol der-aged child, it's ny
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understanding that the reason that these are the sane
regs which all conpanies need to be involved with --

i ncl udi ng those conpani es that nake pl easant tasting
products for children such as cold nedi ci nes and such
as fever and painrelievers -- is that the expectatio n
is that once a child reaches t he 5- or 6-year-old age
group, that he is capable of wunderstanding th e
instructions of not attenpting to get into th e
package.

That is the best point that | can make t o
you at this point intine. | can just share with you
that that is our understanding of the situation an d
I'm not quite sure what else | can say that thi S
poi nt .

CHAl RVAN DOMS:  Yes, Dr. Pal ner.

DR PALMER Overall -- this is Dr. Pal ner
fromColorado. | don't think it's fair to expect thi s
coomttee to answer sonme of th e global questions that
have been put toit. And it's not that I'mblamn g
anyone for asking the question s; 1'd like to have the
answers to them to. Il just -- | think it's no t
realistic for us totry to make a decision based on n o
dat a.

The health care system has changed s o

rapi dly and the ethics that doctors are strugglin g



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

243

wthintrying to take care of their painful patients
are also changing so rapidly t hat it's very difficult
to keep pace.

And | know the FDA and commtt ees like this
one were criticized this norning on O\N because of th e
wei ght reduction nedications and the ineffectiveness
of the warnings that were so careful ly pl aced on thes e
drugs; that they were not for frivolous or trivia |
wei ght reduction; that they were to be restricted to
use of people who were significantly overweight o r
even norbi dly obese.

And instead, as we all know now, they were
used frequently and doctors were pushed very hard by
lots of patients to give themthese nedi cati ons when
they wanted only a trivial anmount of weight |oss.

V& cannot prevent sone of the diversion or
sonme of the inappropriate use of this drug, but nmaybe
as Dr. Wright brings up, it is tine for a change i n
the way the FDA or this coomttee | ooks at drugs and
agrees to rel ook at drugs.

And this is a perfect exanple of, what we'd
love to do is give you permssion to make this dru g
and use the plans that you have in place, but we woul d
like to have a required re-examnation with the data

is available a year or two years from now, to se e
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where the drug is being diverted, how it is being use d

i nproperly.

O naybe sone novel uses have popped up tha
are totally appropriate, and whether or not poi soning
and tragic deaths have actually occurred. Then w
mght be in sonme sort of a position to nak
recommrendati ons about plugging up those holes o
nmaki ng safety consi derations that nmake sonme sense.

| really think that part of the problemis
this historical problem Being a schedule Il dru
used to be fine and it used to be that those drug
were only used in hospitals. WlIl, guess what? You
know, a decade ago is not today.

And one of our testifiers this norning who

said that she's a nurse not allowed to inject spina

narcotics, and yet her patients are being taught to do

this at hone. | mean, what could be a bette
illustration of, here we thought it's sonething to
dangerous for a registered nurse to do, we're no
expecting some of our patients to do -- to give pain
relief.

So in the face of this whirlw nd change --

and hopefully a lot of it's a good change in terns of

adequately treating pain patients -- | just don'

think this coomttee can say that we know whet her or

r

(0]
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not there's a risk/benefit rat io that's positive, but
we can say based on the best information we have, it
| ooks like this product should be wuseful but w e
require a relook at this sonetine in the future.

And then either the coormttee nmeets again o r
the FDA officials neet and re-evaluate this stuff, but
we nmake that a requirenment for approval of the drug.

CHAl RVAN DOMNS:  Dr. Carlisle.

DR CARLISLE Sue Carlisle, U CSF. Just to
expand your thoughts a little bit, 1'd like to go bac k
to the discussion that Dr. Wight brought up earlier
about whether or not this drug shoul d be restricted t o
use only with cancer patients. It's ny experienc e
that, comng froman institution that has alarge ADS
popul ation as well as a chronic pain «clinic, that it' s
obvious that these are going to be other indications
for use for this drug.

The question that | have for the sponsor is
is there any thought of expanding the educationa |
programto those settings?

DR SHCEMAKER | think the situation of th e
H 'V popul ati on woul d be a popu lation that we woul d go
into next. Because if you think about it, it's very
simlar to cancer in that your |ife expectancy i S

limted, there's a lot of pain, there's a lot o f
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undertreatnment of pain. Ands o | think that woul d be
the next logical step -- that population i n
particul ar.

DR CARLISLE And chronic pain?

DR SHCEMAKER | think chronic pain would

come next. | nean, as was pointed out by Dr. Farrar
and Dr. Portenoy, that sonetines can be a
controversial area. | thinki n the initial |aunch of

this product it's appropriate to go to thos e
physicians with a | ot of experience, and | think the
cancer pain physicians fit intothat. | think a lot

of the AIDS physicians also fit into that category

And | just think that chronic pain of non-cance r
origin would be sonewhere farther down the |ist.

CHAl RVAN DOMNS:  Dr. Fol ey.

DR FOLEY: | agree with the last tw o
speakers on the issues that they rai sed, but another
issue that relates to all of this is this issue o f
accountability for treating patient's pain. And i f
we're going to overenphasize the msuse of thes e
drugs, could we sonehow or other ask the FDA to pu t
some wei ght behi nd the appropri ate use of t hese drugs ,
and bei ng assured that physicians are educated about
pain and accountable for it?

Because that is really what the issue is
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and that would be at the heart of the matter. And no t
trying, again, to enphasize the negative aspects o f
t hese drugs, but rather the positive aspects.

CHAl RVAN DOMNS:  Any ot her questions?

M5. CURLL: |'mback to the same commrent
| find that this drug woul d be very, very beneficial
to the population with pain and cancer. However, I
still feel that your studies, after looking at th e
nunbers -- and we talk about AIDS and we talk abou t
br east cancer, and disproportionately HVis inth e
Bl ack and the H spanic populat ion -- again, the wonen
with breast cancer that are Black and H spanics ar e
underserved. And | ooki ng at your nunbers, you're ver y
di sproportionate, and I'm wondering if this cos t
factor will also have an inpact on this populatio n
that you did not study.

CHAl RVAN DOMS:  Woul d the sponsor like to
respond, or -- Dr. Wight?

DR WR GHT: I"d like the sponsor, wh o
al nost certainly has done sone marketing studies, to
respond by giving us a feel fo r -- let ne ask this as
a question. Is it the sponsor's opinion that thi S
product provides a speed of anal gesia and an extent o f
analgesia that is nmost simlar to a PCA bolus or a

parenteral narcotic?
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And the second question -- part of tha t
question is, what is the cost to a patient of at-home
PCA? Do any of our people in the roomknow t hat ?

DR HEDEN  John Heden; |1'm the busines s
director for Abbott Pain Managenent, and | can speak
to the cost of PCA therapy at honme. Cenerally those
punps are distributed by hone health care agencies
Those punps can run -- and the services provided -- a t
around $3,000 a nonth for that type of therapy, which
will be substantially higher than what we see Actig™
bei ng provided for in the marketpl ace.

DR SHCEMVAKER If I could respond t o
anot her question you asked, Qurtis, about the speed of
onset. | think in our study w e showed that the onset
was simlar to IV Mrphine with the limtations that
Dr. Portenoy raised about assay sensitivity. But I
don't think we could say that it would be simlar to
the onset, for exanple, of IV Fentanyl, given the fac t
that Fentanyl is so nmuch nore lipid-soluble, nmor e
rapidly gets to the effect site in the brain.

So | think when we tal k about parenterals,
we specifically conpared it to IV Mrphine again, wit h
the caveats that Dr. Portenoy pointed out.

DR STANSKY: Don Stansky from Stanford

e of the panel nenbers raised the issue of ethnicit y
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of Fentany

clinical pharmacology, there's no reason to expec

that -- there is no gender effect in terns of ne

versus wonen and Fentanyl kinetics.

249

t

n

And the studies that |'ve been involved in

there' s no evidence that there's any race effect

the basic disposition of the drug. And

interns o

n

anal gesi c response, again, the re's no -- there's sone

evidence that Asian races may have different anal gesi

responses to opioids, but beyond that

there is n

c

o

further evidence that other ra ces respond differently

t 0 nmuagoni st s.

So I'mnot certain that there

S going to

a good scientific basis to say that certa

subpopul ati ons woul d respond different cl
this drug.

M. QURLL: | think that ethni
are two different things, sir. Ethnicity

two different -- have different neanings.

DR CLEARY: Jimdeary fromUniversity of

Wsconsin. Many of these patients wl

inically to

be

n

city and race

and race ar e

actually b

eligible for the hospice Mdicare benefit; many o

t hese cancer patients near the end of life. |If they

sign onto the hospice Mdicare benefit

agrees to pay for their medicines.

the hospic

e

f

e
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That is a critical factor in this, s o
therefore, many of the costs will be borne by th e
hospi ce itself, and therefore covered by the per di em.
The hospi ce people |'ve spoken to about this product
see it as being an advantage to having to send a nurs e
out on call in order to provid e intravenous anal gesi a
at that tine. So this is a potential benefit fo r
t hese patients.

DR SHCEMAKER  Dr. Wal sh.

DR WALSH Thank you. Decl an Wl sh
develand dinic. | just want to respond to an issue
that was raised about the cost of PCA versus ora
medi cation. Because thisis a very significant issue
in the cost structure for the delivery of effectiv e
pai n managenent in cancer patients.

Data from our own group which is not ye t
publ i shed, woul d suggest t hat for equival ent doses of
Mor phi ne delivered by PCA conpared to ora |
adm ni strati on, taking into account the ora |
parent eral ratio, for delivery of Mrphine by PC A
you' re tal king about roughly a 20-fold difference in
the charges that are levied for the delivery of PCAi n
that setting. And that's obtaining the nost favorabl e
costs using a high volune provi der and so on.

So | think that the issue, the central issu e
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here is, we have a huge problem of cancer pai

managerment first of all, in society. Secondl y, withi

n

n

the cancer pain popul ation we have a huge problemwt h

i nci dent pain and breakt hrough pai n.

And currently, the only way to effectively
manage that pain -- for exanple, in the thousands of
patients who died of prostate cancer and have severe

pain from netastasis every year -- the only way t

(0]

effectively manage that pain in nany of these patient s

is to use a PCA punp, which is considerably nor e
conpl ex, expensive, and so on.

V& have here a uni que product which offers
a significant advantage in ny view, in this ver y
specific population. And | think that we shoul d not
| et the conversation here about this product and abou t
t he managenent of this huge nunber of patients every
year, be driven by the issues of abuse and so on - -
al t hough those need to be carefully consi dered.

But we have a unique product here whic h
meets a very specific need, for which there's a huge
requirenent wthin this patient popul ation. Than Kk

you.
CHAl RVAN DOMNS.  Dr. Wat cha.

DR WATCHA: VWatcha; Dall as. I don

t

believe it's the role of this comttee to discuss th e
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costs or relative costs of var ious approaches for it.

| thi nk our charge here is: is this drug safe, | S
this drug effective? And ont hat basis, what are the
dangers of introducing this drug? | think the costs
are interesting and appropriate for discussions, but

not in this forum

CHAl RVAN DOMNS: Dr. McCor m ck?

DR MOORMCK That is true, and | thin k
perhaps with that in mnd, | would like to ask if we
coul d perhaps bring this discussion hone to where we
were early this norning and consider that this is a
real dilemma for the FDA. There's no question tha t
this is an area where there's a great need, and I
think we've heard eloquently f roma nunber of people,
both on the commttee and from the public, about this
need, and no one denies that.

The dilemma that we face -- and as we'v e
thought about this in looking at the sponsor's ris k
managenent plan and thi nki ng about our own attitudes
about the risk of this product -- is that there's a
significant risk that we haven't even discussed ye t
really, in a significant way, and that is therisk to
the chil d.

VW like to think about, you know, wha t

happens in the hone situation? What happens when the
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Wha

happens when a child with a scissors gets a hold o

this product and opens it up and there's a box of 96

of then?

| don't think that this is an all-or-non

ki nd of discussion that we sho

uld be having. |

t hi nk

what we should be doing is |ooking for a conproms

here. What can we do to mnimze the risk to th

child who stands to gain nothing fromthis product?

CHAl RVAN DOMS:  Wul d you |ike to respond

to that?

al ways

chi | dpr oof

DR NMAX Sur e

overdoing it.

take the foil

cont ai ner,

packet

but

I think

that one coul

and put it inside

I think

that may b

thi nk, you know, with our kids when

they were two years ol d, every cabi net

al |

the cl eaning fluids,

be five or six years old the

was | ocked wit

and by the tine kids get to

| ocks come of f, they kno

that they' re not supposed to get near sonet hing.

think any famly where there's

with a nedicine should be able t

And |
cancer patient
instruct the kid.

raise very costly,

m ght find,

you

may have

to

And |

i nsi st

think one doesn't want t

on

extra barriers.

| at er

You know

change of

yo

I f you find that 100 ki ds have overdoses

th

t

f

e

e

(¢
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packaging. But | think the plan thus far presented b y
t he sponsor is reasonabl e.

DR PATT: May | say sonethi ng?

CHAl RVAN DOMS:  Yes, pl ease.

DR PATT: R chard Patt, MD Anderso n
Cancer Center in Houston. This discussion reall y
forced nme recently to think about how | talk to m vy

patients about how they manage their nedications i n

=}

their hone. And | think that this nay be a
opportunity to raise the standard for everybody.

For Abbott and Anesta, with this produc t
where there's sone perception of perhaps an increased
risk, to perhaps raise the standard for all stron g
drugs in the home by enhanci ng physician's recognitio n
of the risk this represents.

And so it may be a much broader benefit if
we can really nail it down, because it's a terribl y
important issue and | realize that | need to do a
better job, not just with OIFC but wth inmmedi at e
rel ease Mrphine Sulfate and other products. And I
think this is a chance, again, to widen the circle a
bit. It may be sonmething very good that not just the
conpani es, but the FDA can do to nmake the hone safer.
Thank you.

CHAl RVAN DOMNS:  Wre you sayi ng then, that
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you agree that this is a very significant risk in the
home with children and so on, and that we haven' t
addressed it adequately in the past?

DR PATT: | think of any nedi cation in the
hone, and | think that it has been addressed. I’ m
clear fromworking with the sponsors, that they wll
-- they understand how inportant it is that physician s
be educated in discussing this with their patient S
when they give thema prescription.

So I'mclear that this is a concern, a
legitimate concern, that there's a plan to deal with
it, and in fact, it may do a greater good than jus t
for this product. Aml clear?

CHAl RVMAN DOMNS:  Yes. Does the sponsor hav e
anot her response?

MB. KEDZI ERA: Pam Kedzi era from Fox Chase

Cancer Center. As a nurse, what | do is educat e
patients about pain -- every day, on the phone, i n
person. |'ve helped NO cone up with a brochure and

|'ve had to develop in our own center, specific sheet s
about pain nedicines because they're not there
Because the only way | can be sure they get themis i f
| hand it to them

This conpany has done sonething no othe r

conpany with oral products has done. They're putting
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a patient infornation sheet in every box. And that's
not out there with any bottle of pills. | can never
be assured that ny patients ge t sonething. They have
| ooked at this with other nurses -- nyself included.

They have asked us for input on, what is a
patient-readable material ? They have added draw ngs
to help show patients. They have videos to help - -
they are going to convert fromthe studies to hel p
show patients how to use this.

And the other part about patients leavin g
partially exposed units. Just like Dr. Patt said ,
every tine a nurse hears about this product | hear
boy we're going to have to work harder at this. VW d o
teach patients and famlies; they do take good care o f
it. They' re scar ed. M famlies conme in wt h
grandc hildren, <children -- they come in as units
They are very frightened of opioi ds anyway.

This product, because it even look s
different, makes us even nore frightened. And | think
if anything, nyself included, if | was hesitant or
forgot or if I was rushed, I mght not tell sonebody
-- oh, by the way, nake sure t hat doesn't get in your
childr en's hands. This product -- it's is lik e
warning signals junp out at you, and you will do i t

nore often than we nornal ly do.
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this better than any other conpany that |I'm workin

with, or any other product
anybody about .

CHAl RMAN DOMNS:

that |

Bef ore

have to teac

ask others t

speak, 1'd like to reiterate sonmething that | sa

earlier which I'mstill alittl

e bit

uneasy with. An

that's, if we were discussing the use of this dru

only with cancer patients, |

woul d have personal |y

very little concern about its control,

and so on.
But ny concern

propor tion of the market wil

still

its efficacy,

r enmai ns, wha

be the cancer patien

and what proportion will be this other group o

patients -- the AIDS patients

the ot her chronic pain patients that

clinic -- which usually are not

usually are not AIDS patient
speci al i zed group going to the

the AIDS unit of Tanpa CGenera

to begin with, and then

we see in ou

cancer patients

s -- those are a ver

cancer hospital and to

Hospital .

But we have a very large pain clinic, nany

patients on narcotics, and | have grave

concerns abou

those people and their responsibility to manage th

drug, and | haven't heard t

except that Dr. Wight earlier

hat addressed at all

sai d,

that in the past

has addressed

g
h

o

d

d
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the FDA has never required any further concern, other
than the cancer patient -- that's a nodel for study.

But we've di scussed many things other than
studyi ng the drug here today, and I'mstill concerned
about that.

Dr. Wight first, and then if appropriate,

t he sponsor can respond.

DR WRIGHT: Wat | actually tried to say,
and | hope | said it properly, is that it is only --
we have not required denonstration of efficacy i n
ot her chronic pain nodels, but we have put comments i n
with respect to safety. Were it appears that th e
mgration of a product out of t he intended popul ation
of use has raised a safety concern based on post -
mar keti ng dat a.

| amhearing a little bit fromthe Chair
and | think a little bit from the oncol ogy people
that there nmay be different patterns of behavior i n
the cancer pain patient and sone other chronic pai n
popul ations. | continue to |listen wi th considerable
i nterest.

DR SHCEMAKER  Can we have a commrent from
Dr. Portenoy on this issue?

CHAI RVAN DOMS:  Yes.

DR PORTENOY: | just would like to speak t o
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this issue of opioids for chronic, non-nalignant pain
| think what the growi ng experience in this area i S
beginning to teach clinicians is that there is a
subpopul ation of patients in chronic, non-nalignan t
pain who act for all the world |Iike cancer patients.

This is what's driven the consensu s
statenents of the American Pain Society and th e
Anerican Acadeny of Pain Medicine, to recognize that
this is appropriate therapy for a subpopulation o f
patients with chronic, non-nalignant pain who handl e
these drugs in a responsible w ay for a long period of
time, don't denonstrate any aberrant drug-relate d
behavior, and act all the worl d Iike the nodal cancer
patient.

The patients who are referred to pai n
clinics are disproportionately represented by subtype s
of patients who have probl ens w th drugs, and this has
been shown by five independent studies which hav e
i ndependently evaluated the popul ations referred t o
pain clinics as conpared to chronic pain popul ati ons
who live in the comunity.

So the perception that you may have fro m
| ooking at a pain clinic population of patients with
arelatively high prevalence o f aberrant drug-rel ated

behavi or, may cone because you're | ooking at a pai n
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clinic popul ation.

Nobody's advocating that everybody wt h
chronic, non-nalignant pain be treated wi th opioids,
but the commttee should recognize that there is a
growi ng acknow edgnent that there is a popul ati on of
patients with pai n due to osteoarthritis
osteoporosis, inflammatory con ditions |ike rheunmatoid
arthritis, inflamatory bowel di sease, henophilia, as
wel | as sone nedi cal diseases |ike Parkinson's diseas e
and HV disease; where there is significan t
undertreat ment of pain.

And these popul ations -- there's a, again,
a proportion of these patients who probably woul d
benefit a great deal from greater access to opioi d
drugs by skilled physicians who don't have a
stigmati zed view of these drugs, and recognize tha t
the patients who are comng to the office are not the
sane as the nodal patient who' s ending up in the pain
clinic, in part because they were referred there for
drug-taki ng probl ens.

| would really hope to allay your concerns
about that. | think there's no question that thi S
drug can be msused by a patient who is going t 0
denonstrate aberrant drug-rela ted behavior. But just

i ke the substance abuse popul ation that was di scusse d
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before, the evidence at this point is that tha t
represents a subgroup of chron ic pain patients -- not
all chronic pain patients -- and the fact that the y
exist, in ny view, doesn't balance out the potenti al
benefits of having this drug out there.

And | would just finish again, by thisissu e
of bal ance. | think that we're always trying t o]
wei gh risk and benefit when we 're trying to decide to
make drugs available that will treat patients, and I
think that the issue that you hear fromthe people wh o
treat cancer and from nyself -- who, | think has a
view of non-cancer-related pain and the use o f
opi oi ds, that is nmaybe nore liberal than man vy
physicians -- but what you hear out here is that i t
woul d be a mstake to lose sig ht of the inportance of
thi s bal ance.

The question is whether or not th e
availability of a potentially useful drug with a n
accessibility so that it can be used in the honet o
treat cancer patients as the primary targete d
popul ati on, outweighs the nore theoretical risk that
a substance abusi ng popul ation can use this drug, or
as you' re saying, a subgroup o f chronic pain patients
who have aberrant drug-rel ated behaviors -- whethe r

they would msuse it.
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And | think you hear the tension in th e
room | fall onthis side; clearly afeeling that th e
access shoul d be there, the drug shoul d be rel eased,
and it should be done wthout the Kkinds o f
restri ctions that are going to withhold it fromth e
cancer popul ation, because in considering the bal ance
it falls on the side of those undertreated patients.

CHAI RVAN  DOMNS: Now, don't msinterpre t
what | was sayingg Wat | was sayingisit's clear i t
woul d be efficacious in the patients with cancer pain .
| don't think anyone has spoke n to limting access to
those patients that |'ve heard today.

The question is the other patients -- an d
|'ve heard nothing about limting its use in thos e
patients either today, nor have | heard any nmention o f
efficacy in those patients other than it potentially
woul d be efficacious in those patients as well.

Yes sir. Dr. Rothstein.

DR ROTHSTEI N Dr. Rothstein. Does th e
sponsor have any information in the targete d
popul ati ons, what percentage of those patients ar e
having hone visits by visiting nurse, whatever, an d
what your plans are for bringi ng that group into your
educati on process?

Wien we used to do followups for poisoning
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in kids we'd get a visiting nu rse into the hone to go
t hr ough the house and point out and help the fam] y
deal wth |apses. If you' ve got a population o f
nurses that are going into the hone they can hel p
perhaps, in avoiding sone of t he problens that people
t al ked about .

CHAI RVAN DOMS:  Dr. Cal | an.

DR. CALLAN I'm dair Callan. Just t o
remnd you, or to enphasize that this norni ng when
was presenting the risk nanagenent program yes, the
hone care nurses are included in our educationa |
approach. They are a very inportant part of th e
caregiving that these patients need, and they will be

fully educated onto the use an d the control needed in

this drug.

DR PATT: | wonder if | can address th e
concern that you had about chronic, non-nalignant pali n
because | don't have the figures at hand, but I

suspect if you looked you' d find that drugs lik e
transdernal Fentanyl which has an indication for pain
that's sufficiently severe to require a strong opioid :
probably 20 or 30 percent of i t is used in non-cancer
pai n popul ati ons.

And I'mnot aware of any studies that were

brought to the FDA prior to its approval for a broad
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i ndi cati on.

| just want to make this distinction. [I'm
concerned that we're clear about what the sponsor’ S
plan is in terns of education and marketing, because
ny understanding is that there's a marketing pla n
directed at this key popul ation and key prescriber S
that take care of this populat ion, but that education
w |l be nmuch nore broad; that education wll include
both people that wll probably use it -- lik e

internists and famly practitioners, the non-experts

to keep themout of trouble -- but also people tha t
shouldn't use it, like oral surgeons and acute pai n
physi ci ans.

As aclinician |'msatisfied fromthe cance r
pain work, or the work really with opioid toleran t
patients or opioid exposed pat ients, that while there
aren't specific outconmes in patients wth non-cancer
pain -- there are a fewstragg lers in these studies I
think, that were cancer survivors and had cancer -
rel ated pain that was due to their treatnment. The vy
may have had chest wall pain after a thoracotony.

But | would agree with Dr. Portenoy that th e
appl ication of this is warranted based on the wor k
that's been done so far. But | think |ots of people

need to be educated providers, even if they are no t
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the ones that are narketed to.

CHAl RVAN DOMNS:  There was soneone el se at
t he m crophone for the sponsor.

DR. VEINSTEIN  Thank you. Dr. Winstei n
from MD. Anderson Cancer Center. Perhaps there's one
other point that you mght find reassuring M
Chairman, and that is, when we do clinical anal gesic
trials in cancer pain, not all of our patients hav e
cancer.

And what | nean by that is, not all of the
patients that are studied, particularly in the |ong-
term open-| abel extension trials, have activ e
di sease. And they have nmany times, neuropathic pain
as was just nentioned by Dr. Patt, as a result o f
their treatnents.

And so as a subset of the clinica |
popul ation being studied, those patients mght b e
considered to be nore |ike chronic, non-mnalignant pai n
patients than they are |like active cancer patients
And so perhaps sonme of the long-term open-labe |
studi es could be viewed fromthat perspective.

CHAl RVAN DOMNS:  Dr. Strain.

DR STRAIN FEic Strain from Baltinore. A
point and then a question. The point is that th e

| abel says it can be used for chronic pain. S o
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what ever happens, if that's th e approved label it can
be used for chronic pain.

And if as a commttee, we deci de somet hing
different such as changi ng the recommendati on of the
| abel, then the coomttee can follow that route s o
that it's chronic, you know, pain rel ated pain related
to a cancer. But whatever the [|abel says is what can
be done out there.

Let nme shift gears and try to get back t o
Dr. McCormck's point because she nmade an effort t 0
get us on a different tract and then we nanaged t o]
stray off. And I've thought a bout this question with
respect to children quite a bit, having young childre n
nysel f.

Monday nights in our household is cand vy
ni ght where the kids can have candy after dinner. An d
ny daughter who's just turned four, can open any cand y
package that has been manufactured in the world, and
she can do it with scissors, her teeth, her hands
She's quite good at it. So this has worried ne a s
wel | .

And it led ne to wonder about the use o f
this on a stick -- this product. Because it woul d
seem that making a coughdrop-like formulation mgh t

wor k better because then you could instruct th e
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patient that if they are finished wth it but therei s
still some solid product there , sinply to swallowit.

And you can't do that so long as you' ve got a stick.

And the problem with the stick is, i f
there's still something on it you ve got to go off :
run it under warmwater -- and especially if they're

getting sleepy from it which is one of the sid e
effects -- you know, the dilema is, it gets put down |,
sonmebody toddles in and picks it up.

So I'msure the sponsor has worked through
this and thought about the benefits and cost s
associated with a non-stick fo rmulation, but I wonder
if you could wal k us through that, perhaps?

DR  SHCEMAKER | think there's othe

-

feat ures of the handle which nust be considered a s
well and that is, that if a patient is havin ¢
exaggerated effect as you nent ioned, sleepy, they can
renove it. That's inportant.

Another thing that was pointed out thi s
norning is that if you swallowthe Fentanyl you' re no t
going to get a peak effect, and | think you mght hav e
a greater tendency to do that w thout the handl e.

| think froma child safety poi nt of view as
well, is if you cane across a child wth an ope n

bottle of M5 Contin -- which by the way as Dr. Fol ey
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pointed out, l|ooks very much like candy -- yo wu
woul dn't know how many tablets the child had taken
Plus if the child chewed the M S Contin, they woul d be
in a lot nore trouble because it would lose it' S
sust ai ned rel ease properties.

So at least with the handle if unfortunatel vy

a child got into this -- and it wuld be a proble m
just as it would be with M5 Contin -- at least yo u
could recognize, wait a mnute . This handle with the

R,, that's sonething wong. And at |east you woul d

have the handl e there to know exactly what the person
got into.

And again, if you think about it, if you got
into one package of Actig™ you'd have one unit, an d
if you got into one bottle of pills, there potentiall vy
is alot nore analgesic there. And a statenent wa S

made but | don't think we shou |d assune that a twi st-

off cap is necessarily nore childproof. Again, inthis
study, | nean the efficacy of keeping children out wa s
99 person.

And so | don't think we can assunme tha t
children can get into Actiq™ any easier than they can
into a twist-off bottle. Now that isn't to sa vy
there's not risk but again, it 's relative risk and we

have to ook at things that are already there.
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CHAIRVAN DOMNS: W' || have one nore commen
or question before we go to the open public hearing.
Dr. Fol ey.

DR FQEY: | think we need to al so renenbe
that accidents are accidents. And | think to help Dr
McCormick, | think this whole discussion has bee
enornmously useful to nme to this issue of heightene
awar eness. And | think 1'd ask the conpany t
identify children in the hone. W need to know ho
many cancer patients out there or how many pati ent
that are receiving this drug do in fact, have childre
in the hone.

And then in that setting, that's a grou
that will be targeted even nore carefully with som
kind of an educational program . So you just heighten
it up, and it means that a nessage goes to the VNS an
it goes to everyone that there are children in th
hone, be careful of drugs. And sonehow or ot her

| abeling that in a very, very positive way.

And | think those of us who are trying t
educat e the public, I think we should be adding t
that nessage -- and this clearly -- you know, recent
experience as | said, a child who overdosed on

parent's medication, and poten tially intentionally, a

9-year old -- | think it sent a chilling effec
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through us and it hei ghtened our awareness, it nade us
talk to the VNS so differently, deal wth everyon e
differently, and I think you re doing this Russ, and
it's very hel pful

So | think we need to find out how nany kid s
are out there in the popul ation that are bei ng expose d
tothis, what are the potentia | risks, study that, so
that we can assure the public that it's safe, and we
can learn the best ways to do it. | think education
is the way. | think warning is as much hei ghtene d
awar eness. Constantly saying to the parents, wher e
are the drugs? Have you put themin a separate place ?
Are they put away? And in sone instances, if th e
house is so erratic or dysfunctional, considering tha t
patients use a | ockbox.

CHAIRVAN DOMNS: 1'd like to go now to the
open public hearing, and then we wll resume th e
coomttee discussion followng that. According to ny
agenda, M. Carl D xon should speak. Is that correct?
Is M. D xon here? Are there any other conmmrent S
during the open public hearing?

Vel |, seeing none, hearing none, what I
woul d propose is that we take a short break nowfor 1 5
m nutes and then resune at 3: 30.

(Wher eupon, the foregoing matter went off



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

271
the record at 3:12 p.m and went back on

the record at 3:35 p.m)

CHAI RMAN DOMNS: I'd like to resune th e
nmeet i ng. I[t's ny understanding that M. D xon ha s
arrived and so | would like to give him th e

opportunity of speaking during the Q@en Publi c
Hearing. W'Ill reopen that. M. D xon.

M. D xon, you weren't here earlier. If yo wu
woul d please disclose any financial connection yo u
have with Anesta or Abbott as well.

MR D XON Yes, happily we have none. O
unhappi | y. | apol ogize for being late but Unite d
Airlines and Metro conspired.

Good afternoon. M nane is Carl D xon and
| am the Executive Director of the National Kidne vy
Cancer Association. | amhere this afternoon to urge
your approval of new drug application 20-747. Thi S
drug would be used in the mana genent of chronic pain,
particularly breakthrough pain in patients who alread vy
are receiving and who are tole rant of opioid therapy.

The National Kidney Cancer Association i S
based in Evanston, Illinois. W have active patient
chapters in 19 nmajor netropolitan areas across th e
nation. W are the only patient advocacy group fo r

the 78,000 kidney cancer patients. V¢ hav e
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approxi mately 5,000 individual and famly nenbers.

The Association is governed by a Board o f
Drectors conposed of kidney cancer patients |,
survi ving spouses and children. The Associ ati on has
a Medi cal Advisory Board consi sting of physicians and
researchers who are anong the world's forenost expert S
in renal and transitional cell carcinona.

The Association was founded in 1990 by a
group of patients and the National Vol unteer Presiden t
is Dr. Eugene P. Shoenfeld. The Association has not
received any funds from Anesta and the cost of m vy
travel here today is being paid for by the Associatio n
and not reinbursed by Anesta.

It is well known that mllions of cance r
patients experience acute and unnecessary pain becaus e
doctor s undertreat their disease. At tines this i S
due to unfounded concerns about the use of narcotics
and strong pain relievers. Recently, the Agency for
Health Care Policy and Research issued new pai n
t r eat nent guidelines which <call for early an d
aggressive treatnment of pain. These guidelines also
call for the use of the |east invasive pain relievers
possi bl e such as oral nedications, of which the drug
presently before this panel is an excellent exanple.

In a survey conducted by the University of
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Wsconsin and recently reported in The New York Tines ,

67 percent of the cancer patients surveyed suffere

d

pain in the week prior tothe interview C those wh o

suffered that pain, 42 percent reported that they did

not receive adequate pain therapy.

This problemis particularly concentrate
anong wornen, African-Anericans, and H spanics, as wel
as the elderly. The undertreatnment of cancer pai
needl essly increases the suffering of all cance

patients. In nmany cases it becones so debilitatin

g

that it prevents patients fromfunctioning in a nornal

nmanner .

In the popul ati on of kidney ca ncer patients

that we serve, it is not unusual for individuals t

devel op netastatic disease to the spine or other bony

areas. Many of these patients suffer breakthroug

pain, by which I nmean an intense flare of pain

Breakt hrough pain occurs and i t can be of noderate to

severe intensity. It occurs in situations wher
controlled or persistent pain is being treated.

Presently, there is a severe shortage o

approved mnedi cations for break through pain, and it is

esti mated that as nmany as 800,000 Americans suffe

every year from breakt hrough pai n.

(0]

h

e

f

r

|'ve previously discussed the major, public
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heal th probl em of unrelieved cancer pain. The ver y
fact that there is such a prob |emhighlights the need
for new products to address cancer pain. |f present
products were adequate we woul d not see nunbers |ike
those reported in the University of Wsconsin study i n

The New York Tinmes , nor would | receive telephon e

calls and E-nail nessages on a regular basis fro m
patients and caregivers who, in many cases, ar e
frantic about pain.

There's a special need for new products to
serve patient populations requiring such things as a
rapid outset of therapy, non-invasiveness, convenienc e
and lowtech treatnents, and cost effectiveness. In
the brave, newworld of manage d health care, patients
get | ess professional hospital care and nore assisted
hone care, or in nmany instance s they are left to rely
on sel f-care.

The need for sinple, effective pai n
medi cation is changed by these changes to our health
care system (One of the hardest things for cance r
patients is losing control. Many of themw ||l go to
extraordinary lengths to avoid losing control. Cten
they do not report their pain to their physician s
because they do not want to be considered as difficul t

patients. They often suffer b ecause they do not have
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a nmeans to control their pain at hone.

Wen pai n breakt hrough occurs, patients nee d
toget immediate relief. They need to be able to get
that relief whether they are at honme or el sewhere
Many of themcontinue to try t o lead normal |ives, go
to their offices to conduct their business whil e
fighting cancer.

I nvasive nethods such as injection o r
infusion provide imediate relief but cannot b e
managed at hone or elsewhere. CQurrently avail abl e
short-acti ng, anal gesics tablets, capsules, an d
elixirs, do not provide the pronpt relief that these
patients need. What is urgently needed is a non -
invasive, rapid, pain relief agent.

| wish to thank the panel for allow ng meto
speak today on behalf of the 78,000 kidney cance r
pati ents. | urge you to approve this application
This drug would provide an alternative to sufferin g
breakt hrough pain. It would enabl e cancer patients t o
be in control of their lives a nd | ead nore normal and
rewarding lives as they contin ue their battle agai nst
cancer. Thank you.

CHAI RVAN  DOMNS: Thank you, M. D xon
V' || proceed back then to the panel discussion, and

eventually what we'd like to do is lead to a n



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

276
i ndi vi dual discussion. Ve'll go around the panel for
the voting nenbers and ask them to vote on th e
question that was given to us by the FDA

But before we do that, however, | believ e
there's sone questions fromDr. MGCorm ck.

DR MOORM K Again, totry to bring back
our focus to the nost vul nerable population that w e
haven't | don't feel, have fully discussed, and that
is the pediatric population at risk.

Perhaps it would be hel pful if the sponsor
could address with the coomtt ee, what sorts of mneans
you used during the clinical trail to ascertain ho w
much of the product was used conpletely, how man vy
residual units were left around, howyou nonitored for
t hat ? That mght give us sone idea of what th e
magni t ude of the probl emm ght be at hones.

DR SHCEMMKER Mke, could yo u hel p answer
that question about potentially partially-consune d
units -- how this was neasured and how it wa s
nmonitored in the clinical trials?

MR BUSCH Yes, Mke Busch, Anesta. Durin g
the clinical trials, as all clinical trials with al
drugs, there's strict accountability of experinental
materials, and in this case, whenever a patien t

consuned a unit they were required to bring back the
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stick and the envelop that it was in. So there wa s
conpl ete accountability of that.

Most of the pharnacists that were part o f
the trials frowned upon returning partially-use d
Fentanyl on the stick, so we encouraged the patients
to dispose of it inthe way that we've instructed --
wash it under hot water. But we did ask the patients
to -- and the study coordinato rs -- to record whet her
or not at least 90 percent of the units were consuned ,
so we knew when they were full consunptions.

DR MCORM K And what were the results?
| nean, what --

MR BUSCH There was virtually conplet e
accountability. Just very rarely was there a stic Kk
not brought back. And the patients were coached quit e
a bit, both by the study coordinators, by th e
i nvestigators, and also by videos that we produced ,
that they take the conplete units. It was the onl y
way we could really know what kind of data we wer e
anal yzi ng.

DR MOCORM K | guess what | 'mdriving at
is, not whether people took the effort to wash off th e
sticks and bring back the sticks, but how nmany units
were not conpletely consuned? | guess what |’ m

looking for is some sense of how rmuch of a proble m
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this mght be potentially, at home, where patients wh o

are somolent, not feeling well, nay not be able t
take the effort to dispose of the units adequately
How many of them nmay not --

MR BUSCH Don't have the nunbers on th
top of ny head, but the vast najority of units wer
conpl etel y consuned.

DR SHCEMAKER  Mke, | think we have some
data that -- for in the controlled trials of 38,00
units there were only 151 that were not conpletel
consumed. So that's the data in the short-ter
controlled trials conbined.

And | think it's inportant to point out tha
one of the reasons that we have six dosage strengths
is so that we can really encourage, and we d
encour age, conpl ete consunption of these units.

CHAl RVAN DOMNS:  Any ot her questions, Dr
McCormck? Dr. Wight, did you have questions?

DR WRIGHT: Mich of ny question has bee
pre-empted by Dr. MCormck. W are the FDA afte
all, and our enpowering legislation was due in n
small part, to public revulsion, that pediatri
poi soning in the sul fonamde elixir episode.

VW' ve heard a lot fromthe commttee nmenber

today that it would not -- that one should no

o
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i nappropriately weigh the risk of accidental poisonin (¢
or of diversion and abuse in the balance with treatin g
pati ents who need anal gesi a.

It would nake no nore sense to wthhol d
drugs because they have risk associated with them |
than it would be to say the ch ildren shouldn't travel
in cars because they mght get in an accident. But i n
cars we provide a car seat and we have legislatio n
suggesting that you have to put your child in aca r
seat in many states.

And ny question earlier in ny presentation
was, had adequate nmeans been t aken to reduce the risk
of accidental injury? Ve ve talked a | ot about abuse ,
but 1'd like to hear, as D. MGCormck, som e
discussion of the adequacy of the strategies t o
prevent -- to reduce the nunber of wunits that ar e
accessible to childrentoam ninum And to mnimze
the risks that a child wth a pair of scissors i S
going to intersect with a box of this product. That' s
t he concern.

DR SHCEMAKER  Well, | think one stron g
message that's come across very clear and that is |
that in addition to child resistant packagi ng and so
on, that we need to nake a lar ge effort at education.

And | can't say how i nportant we feel that is. And I
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think we've heard that fromthe coommttee.

And again, this includes multiple ways to d
t hi s. You know, patient package inserts, th
potential to have videos in the physician office
really making an effort with the oncol ogy nurses and
the visiting hone health care nurses, and th
clinicians thensel ves.

And | think that's sonething that we can sa
we're strongly commtted to; trying to pronot
educat ion, not only around this product -- and the
hopefully there'd be a carryover to other products
So | think that's sonething that nmaybe wasn'
enphasized in our initial programthat perhaps doe
requi re nore enphasis.

CHAl RVAN  DOMNS: Dr. Wight, you loo
dissatisfied or puzzled. D d you want somne response
fromthe panelists as well?

DR WRIGHI: Wll, eventually we hope that

we' Il have a response fromthe panelists as to whet he

they think the plan is adequate, but during the break

| hear menbers of the panel and a variety of peopl

thinking and trying to grapple wth this issue, but
just was listening to a sort of a silence and | wa
hopi ng that sonme of the nenbers of the panel woul

speak up.

=
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CGHARVAN DOMNS:  Vell, what 1'd like for th e
panel to now consider is the question which woul d
respond to that. And that is: does the expecte d
benefit to the intended clinical population outweigh
the risk of accidental injury inherent in thi S
product? So with that in mnd I'd like to open it to
the panel. Dr. de Wt.

DR de WT: | was wondering, what are the
consequences of a child consumng -- say they consune d
the full dose which neans they'd have to use thi S
product for 15 m nutes. For say your lowest dos e
condition, what would be the health consequences ?

Toxicity? Ckay, well a hypothetical child, 3 5

kil ograns --

DR SHCEMAKER | think the co nsequences if
achild got into a 1600 mcrog ramunit -- and | guess
the worst case scenario though, is that they don’ t

just chew it and swallow it, because again, we kno w
the peak |evel would be Iower -- they would have t 0
consune it over 15 mnutes noving it around as w e
instruct patients, and so on and so forth.

| think the consequences could be life

threatening and quite simlar to, if achild got into
an M5 Qontin tablet and chewed up and swall owed a

tabl et. So yes, there is a definite risk there an d
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again, it's arisk that we have with other drugs and

it's sonmething -- it's why we're having thi S
di scussi on. It's the reason that we need to put thes e
saf eguards in.

CHAI RVAN  DOMNS: Sonebody else had thei r
hand up down there. Dr. Raghavan's reaching for the
m cr ophone.

DR RAGHAVAN Yes, Raghavan, Los Angel es.
It seens to ne that the thing that's bothering Dr
McCormick the nost is the fact that this nmedicatio n
| ooks like a lollipop. It's by no nmeans the onl y
nmedication that's sweet -- Advil's sweet. There are
a whol e bunch of things that are out there that ar e
sweet. But it's the fact that you can watch G andna
with or without cancer, sucking a lollipop and com e
back later on and think, hmm tastes good, and the n

accidently get an overdose.

So the key issue as | see it r elates not so

much to the efficacy, which looks to ne like it ha
activi ty, but what additional steps can be taken t
prevent little Johnny fromdoing that.

And so perhaps what woul d be hel pful woul d
be if the conpany were able to devel op, not only
package insert which probably 90 percent of patients

and 50 percent of doctors won't read anyway, bu

S

o

t
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sonet hi ng on the box, sonethin g on the container that
actually has a picture of akid and alollipop -- thi s
is not ny field -- but sonmething that's easy an d
visual that nakes patients rem enber how easy it woul d
be for a kid to msunderstand that this is not candy
and that it is dangerous.

W have cars, we have digoxin, we have a
whol e bunch of different things that present potentia I
heal th hazards for our kids, but we don't regul at e
t hem because of theoretical co ncerns. Wat we do is,
we put in the seatbelt. Sonetinmes you actually have
to have the product out there. | nean, cars wer e
there for along tine before seatbelts wer e devel oped .

And | think there's a limt to what Bi ¢
Brother and the FDA can do to protect kids agains t
i magi ned hazards. | do think that the concept of a
very clear, visual nessage that cones on every packet ,
m ght be helpful in terns of warning patients tha t
children are at risk.

CHAl RVAN DOMNS:  Dr. Wat cha.

DR WATCHA  Anot her comment, Steve. You'v e
had | ots of experience with Of FC and ki ds, even under
direct vision. Wen they get too drowsy withit, doe s
it just slip out of the nouth?

DR SHCEMAKER Wl | again, | was describin g



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

284
t he worst-case scenario and you do bring up a point;
that is, a child becones sedated. There is alway s
that potential for the unit to fall out of the nouth,
whi ch again is one of the advantages of the handl e.

In which case we would expect peak bloo d
| evel would be achieved in about five mnutes late r
and then would start would start to rapidly fall. Bu't
again, | think we were trying to consider actually
t he wor st -case scenari o.

And to take to a point that Dr. Raghavan wa s
mentioni ng, on every pouch whe n you open every single
unit, there's awarning and a box, and it nmay need to
be worded a little bit differently than it is today,
and we can test that. So every tine you open a unit
you shoul d see this warning, hopefully, that wll war n
about appropri ate use.

In addition, on the large box that 24 units
cone in, on the back of that b ox is a place where the
phar maci st can put, you know, t he person's nane, take
one of these every so often. And right there whe n
you're reading those instructi ons, we would al so |ike
to have the warning, in addition to having themin a
pati ent package insert.

So what we're doing then is looking fo r

redundancy, trying to find tho se areas that will send
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this nessage every tinme the patient hopefully, use s
the product -- again, to talk about the safe an d
appropriate use and appropriate disposal, and what ca n
happen to children, and so on.

CHAl RVAN DOMS: Dr. Max.

DR MAX | think this product is one of the
two or three nost inportant innovations in cancer pai n
treatnent in the past 40 years in terns of the inpact
it's going to have on | arge nunbers of patients.

It appears to nme that the conpany ha s
t hought carefully about the technol ogy available t o]
protect children, as it's also going to be one of the
nmost profitable innovations and it's at risk. I f
anyt hing happens, if nmany kids get poisoned, thei r
market and their product is at risk. | want this to
be available for a broad popul ation of patients an d
that will be lost if they have a | ot of accidents.

| think the market is going to really push
themto be really scrupulous a nd go after every event
that occurs in kids, and | don 't think we can predict
exactly what they're going to be. | think as long as
the FDA -- if they report to the FDA and have a
discussion every three nonths or six nonths o r
what ever you think is appropriate, | think they'l I

find out what they need to do, and I'm quit e
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confortabl e.

CHAl RVAN DOMNS:  Ms. Brown.

M5. BROMW Well, | think the conpany ha s
made a very reasonable attenpt at that. V¢ had a
discussion during the break with them about th e
possibility of putting a M. Yuk thing on the end of
the Oajet. They could then be broken off so tha t
patients who wanted to use it in say a restauran t
setting, were not necessarily stignatized, but that
-- well | nmean, cone on. Wio wants to be sucking on
a M. Yuk?

But then on the other hand, th at way once a
package is opened with a pair of scissors, it's nuch
nore visible. | don't think that the current whit e
handle with nothing on it is really as visible as it
ought to be. | think that's maybe an inprovenent tha t
they can |l ook at, but | certainly agree that | think
it needs -- the product needs to be out there.

| do think the 4- to 8-year-old age group i s

an age group |I'd like to see a little nore concer n

shown to. | think they did a good job in the under 4
-- the 51 nonths and under -- 4-year s- and-under group
intaking a look at that. But | think that's a mnor

nodi fication that they can do that m ght hel p.

Nothing is going to prevent ev ery accident.
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Sone kid, sonmewhere, sonehow, sonetine is going to do
this. But do we deny everybody else -- and the answe r
| don't think is -- no, we don't.

CHAI RVAN DOMS:  Dr. MN chol as.

DR MN CHOLAS. Just a couple of coments.
First of all, | think that the idea expressed by Dr.
Raghavan is great -- of having sone kind of an icon-
type thing that a child -- and a bar through it o r
sonet hing. Because | was j ust | ooki ng at the package
that they handed him and I ca n tell you, nost people
may read it the first tine; th ey're not going to read
that after that. So naybe sonething a little nor e
obvi ous and pi cturesque or whatever, woul d be hel pf ul

The other thing -- | just heard sonethin g
from the conpany that | hadn't heard before, an d
that's that they had a video. 1Is the video going to
be avail able for the physician to show every pati ent
on saf e handl i ng?

DR SHCEMAKER | think -- that is somethin g
that we're exploring right now As soneone pointe d
out, intheclinical trials we found the use of video s
very effective in training patients how to use th e
product, how to totally consune the unit, and o f
course, inthe clinical trials we also needed themto

fill out diaries and so on.
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So it's something that we're definitel vy
consi dering. John Heden?

DR HEDEN Steve, | can add a little nore
detail, that yes, there will b e a patient instruction
video in the instruction and educational material S
that are sent to the prescribi ng physicians. That is
part of our marketing program

CHAIRVAN DOMWS: Wiat 1'd like to do nowis
-- because we have a couple of panelists that nus t
|eave and the FDA has requested that the votin g
coomttee nenbers nake sone comments and then vote yes
or not -- 1'dlike to ask firs t Dr. Palmer to comrent
if she has any, and then answer the question whet her
or not you feel that the expected benefit in th e
intended clinical population outweighs the risk o f
accidental injury inherent in this project. And then
for each of the panelists to consider that question.

Dr. Pal ner.

DR PALMER Thanks, John. | really think
we need to think about what the required re -
examnation of the experience that you have once this
product goes out. And | hope that that can be a
positive experience, both for you and for us.

In fact, as | was telling Dr. Callan, that

maybe you guys could set a highwater nmark for ho w
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dangerous drugs should be followed up when they'r e
first issued and what kind of hazards they present.

You mght want to even consider doin g
sonething |like an imrediate investigation if a
poi soni ng does occur, so that you can gather as nuch
information as possible from the first few reall vy
serious incidents. So that we 'Il |earn sonething and
maybe can take appropriate steps wth your product an d
any others that cone out that are simlar.

| would be interested in hearing back from
you, or whoever sits inny place on this coomttee |' m
sure would be in a year or two, to find out what the
hazard is and how the drug is being used. And so I
really expect you to collect that data and present it
but the other idea of maybe really actively an d
imredi ately investigating the first reports o f
toxicity mght be sonething you want to consi der.

In your education | wanted to comment; I
think you're on the right track. Don't forget t o]
educate the partners of the patients. And as | also
suggested, Dr. Callan, you mght to consider sone kind
of a programfor retrieving th e drugs that are in the
honme when your cancer patient dies. Sone kind o f
perhaps, partial refund for product or sone way o f

encour agi ng peopl e to bring these back.
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| wish that the people making Vicoden an

d

the other drugs were doi ng sonething |ike thi s becaus e

right now there really is no incentive to eithe
| ocate or properly dispose of these drugs.

In general, ny answer to the question i
that | believe that sone efficacy for this drug ha
been shown. | am convinced by the testinony and b

the basic research that this drug shoul d have a good

eff ect on breakthrough pain. | don't know what th
risk is. | think everythingt hat could be reasonably
consi dered has been, and so | expect that the risk is
reasonabl e.

So ny answer to the question then, Dr
Downs, is that | believe the drug shoul d be approved
for distribution with careful instructions about how
it's going to be followed up.

CHAl RVAN DOMS:  Thank you. Dr. Carlisle?

DR CARLISLE: Sue Carlisle, UCSF. | also

believe that we have shown a significant benefit i

our deliberations today. | wo uld again, like to urge

r

(7))

e

the sponsor to extend the educational efforts to those

uses that we mght now consi der off-I|abel, because I

think they' re going to be used whether we think about

it now or not.

Also, | think the idea of putting the visua
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-- you know, a kid with a bar across it or something
-- on the package is not a bad idea. Accutane has a
pregnant wonman with a bar acro ss it on every pill, so
it's not an unreasonabl e expectation to have.

CHAI RMAN DOMNS:  Thank you. I'd like t o
begin then, with Dr. de Wt, t o follow suit and we'll
just go around the table, then. Any commentary an d
t hen your answer to the question.

DR de WT: M answer to the questionis i n
agreenent wth the others speakers in the affirmative
| think we should vote for approval of the produc t
with the proviso that they provide quantitative an d
tinely post-narketing information that should b e
agreed on with the FDA at the tinme of approval.

CHAl RVAN DOMNS:  Dr. Raghavan?

DR RAGHAVAN Yes, | agree with that an d
have not hing to add.

CHAl RVAN DOMS:  Dr. McN chol as?

DR MNCHOAS | also agree that it shoul d
be approved but | would liket o see some nore work on
the risk managenent plan in agreenent with the FDA

CHAl RVAN DOMNS: Just to nmake it clear, the
questi on that we're really answering is, does th e
expected benefit outwei gh the risk, and not to approv e

the drug, particularly. The FDA will do that o f



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

292
course, but --

DR MNCHAAS. Rght. But | do think that
it's --

CHA RVAN DOMNS:  And | assune  the answer is
Still the sanme?

DR McN CHOLAS: Yes, that the expecte d
benefit does outweigh, but | would like to see som e
nore work on the risk nanagenent.

CHAl RVAN DOMWS:  Dr. Hertz?

DR HERTZ: | think that this is probably a
very good breakthrough for cancer pain. | think the
drug will be a very good drug. | do think that there
are sone issues that have been raised here which are
a question and whi ch have to be saf eguarded.

Per haps the conpany can set up an 800-nunbe r
wher e physicians and other practitioners can call up
and ask if they have any questi ons, and can report an y
problens that develop with the drug imrediately s o
that people can act and we don't have to wait a week
or a nonth.

Parke-Davis has done this with Neurantin as
an off-label pain product rath er than a seizure drug.
But | think the drug should be -- the benefits of the
drug outweigh the risks at this tine.

CHAl RVAN DOMS:  Dr. Max?
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DR NMAX | agree that the ben efits greatly
outwei gh the risks. A few snall points about th e
|abeling. As | mentioned before, | think the | anguag e
that it should only be used in tolerant patient S
should be changed to be rmuch nore operationall y
defining the patient's narcotic dose.

And there are also sone things in th e
present proposed | abeling |ike the conparison of the
Actig™ onset with the prior rescue dose which is, I
think, an unfair conparison. [t's unblinded, it' S
using only the successful patients. Even though i t
clainms the Actiq™ works faster, the placebo Actid"
al so worked faster. So | think that should -- I thin k
only the good data, and there's plenty of it, should
be in the brochure.

CHAI RVAN DOMS:  Dr. Rot hstein?

DR ROTHSTEEN Dr. Rothstein. | think the
benefits outwei gh the undefine d risk, unneasurabl e at
this time, and woul d push for voluntary hone visits t o
reinforce the safe use of this drug.

CHAl RVAN DOMNS: M. Brown?

M5. BROM Suzanne Brown. | definitel vy
think that the benefits outweigh the risks. | think
t he conpany has done a reasonable job of looking a t

that. | think we've nade suggestions for where they
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m ght | ook el sewhere.

| al so woul d nmake one other comment to the
conpany; that when they have on their packaging ,
opi oi d-t ol er ant patients, | don't know that th e
general public understands that term and that the vy
m ght | ook at that termnol ogy and change it.

CHAI RVAN DOMS:  Dr. Rohde?

DR ROHDE: Yes, Chuck Rohde from John s
Hopki ns. | agree with the idea that the benefit S
clearly outweigh the risks. | believe that sonre o f
the answers to the questions that we've heard mgh t
exist in the data that are currently avail abl e.

CHAIl RVAN DOMS:  Dr. Watcha?

DR WATCHA | agree with the previou s
speakers. | believe the benefits clearly outweigh the
risks. As a pediatrician | have a philosophica |

problem of having a picture of a kid with a slas h
going through it. That mght be appropriate for a
birth control device, but perhaps we could us e
sonet hing el se. Thank you.

CHAIRVAN DOMS: | would certa inly vote yes
on this issue. | still would express the concern tha t
the intended clinical population seens to be th e
patient with cancer pain here, and | have a feelin ¢

that that nay not be the ultimate intended clinica |
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popul ation. And if that was ¢ onsidered, then | would
have a greater difficulty with the question.

But if we're just considering the cance r
patient or the patient with ADS now, | woul d
certainly be in favor of it.

Dr. Horl ocker?

DR HORLOCKER | also agree that th e
benefits outweigh the risks of this, however | woul d
like to point out that only 25 7 chronic pain patients
have been studied and | would like to see additional
information on the frequency of somolence an d
possi ble hypoventilation and hypercardia in thes e

patients. It may be that perhaps 100 mcrogra m
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begi nni ng dose woul d be nore appropriate.

CHAl RMAN DOMS: But you woul d say yes i
answer to the question now.

M5. CURLL: Mary Qurll. Yes, | agree that
the Dbenefits do outweigh the risk in today'
envi ronnent of nanaged care. | think your prinar
car e physicians are going to be using this drug an
you mght want to nmake sure they get educated, too.

CHAI RVAN DOMS:  Dr. Lowenstein?

DR LOAENSTEI N At the risk of bein
boring, | also will agree that the benefits outwei gh

the risks. | think the discus sion has been excel |l ent
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and the «contributions of the palliative car e
physi ci ans, the oncol ogists, and the pain nedicin e
physicians | think have been extrenely inportant i n
putting these issues into perspective.

| also will cast ny vote that really ver vy
close followup is nandatory s o that we do understand
what problens we get into and can address them

CHAI RVAN  DOMNS: An unusually quiet Dr
Wods t oday.

DR WO Wll, yes, | think Fentanyl is a
dr ug whose pharnacology is very well recognized an d
what's new today are two thing s. One is the route of
admni stration and secondly, that we're looking at th e
drug for a specific indication. And | think th e
sponsor has certainly shown efficacy as far as those
two things are concerned.

And | think it's interestingt hat the risk,
t he adverse response has not ¢ entered on the patient,
but is rather centered on different groups rather than
the patient thensel ves.

| think pediatric poisoning is always going
to be a problem It exists for tricylates, fo r
di goxi n, for many other drugs. | think the inportant
thing is to address the proble m | think the sponsors

have taken initial neasures that may have to b e
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changed sonmewhat in the future, but the only way we'l |
get data is by actually using the drug in differen t
situations. And | feel that t he benefits do outwei gh
the risks, and I also would vote for approval.

CHAIRVAN DOMS: Dr. Hlis?

DR ELLIS John HIlis, Chicago. | agre e
that as presented, there is ev idence of efficacy, and
| woul d be happy with approval in the patients in who m
effi cacy has been shown, which for ne are patient s
wi th malignancy and pain.

CHAl RVAN DOMNS:  Dr. Savarese?

DR  SAVARESE John Savarese, New York
Cor nel 1. | agree with everybody else in that it' S
defini tely a beneficial product and that our onl y
concern is the risk involved of accessibility t o
i nappropri ate popul ati ons such as children.

| think that wth proper nonitoring and wit h
proper publicity and education, that risk can b e
reduced, mnimzed. And all | wanted to add to this
is that nobody yet has nentioned that there is a

rel atively safe antagonist to the narcotic effects of

Fentanyl or any other opioid. And should we -- no t
today but at sone point -- think about nmaking th e
antidote accessible to famlies who have a fam/l y

>

menber who is wusing this kind of breakthroug
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treat nent.

CHAl RVAN DOMS: Dr. Young?

DR YONG |[|I'd have nothing to add to the
di scussi on about the drug. | think that the benefits
do outweigh the risks. In the hope however, that the
package insert for the patients mght be read by the
peopl e who are using the ned, | woul d suggest that th e
type be made a little larger so it would be a little
easier to read when it's finally manufactured.

CHAIRVAN DOMS: Dr. Foley and Dr. Strai n
are non-voting | guess here. Do you have any fina I
comments? Dr. McCormck, Dr. Wight, Dr. Kahn?

DR WRIGHT: If the coomttee has no nor e
suggestions or coments to nmake to us, and if th e
sponsor has no ot her comrents, we nay be done.

DR MCORMCK: | just would like to thank
you very much for your thoughtful consideration.

CHAI RVAN DOMNS:  Thank you all very much
The neeting i s adj ourned.

(Wereupon, the Anesthetic and Life Support

Drugs Advisory Commttee was adjourned at 4:12 p.m)



